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DEPARMUT  OF  HEALTH.  EDU¬ 
CATION,  AND  WaFARE 

F<»d  Md  Orvg  Adminislratioa 

[  21  CFR  Ports  146, 148i,  14ain,  148n, 
148|i,  14«rl 

NEOMYCIN  SULFATE,  THIACETYLO- 

LEANOOMYCIN,  OXYTETRACY- 

CLINE,  POLYMYXIN  B  SULFATE, 

TYROTHRICIN 

Proposed  Certification  Procedure  and 
Tests  and  Methods  of  Assay 

The  ^Commissioner  of  Food  and  Drugs, 
In  accordance  with  procedure  established 
In  the  Federal  Food,  Drug,  and  Cosmetic 
Act  (sec.  507,  59  Stat.  463  as  amended; 
21  UJ3.C.  357)  and  under  the  authority 
delegated  to  him  by  the  Secretary  of 
HealUi,  Education,  and  Welfare  (21  CFR 
2.90;  29  FJl.  471),  proposes  to  issue  reg¬ 
ulations  providing  for  certification  and 
tests  and  methods  of  assay  for  certain 
antibiotic  and  antibiotic-containing 
drugs. 

Before  enactment  of  the  "Drug 
Amendments  of  1962”  these  drugs  hsul 
been  cleared  for  marketing  imder  the 
safety  provisions  of  the  new  drug  section 
of  the  Federal  Food,  Drug,  and  Cosmetic 
Act.'  The  "Drug  Amendments  of  1962” 
provided  for  certification  of  the  drugs 
imder  the  antibiotic  section  of  the  law 
(sec.  507).  l/  further  specified  that  if 
the  new-drug  approvals  had  not  been 
withdrawn  on  the  day  immediately  pre¬ 
ceding  the  effective  date  (April  30, 1963) , 
the  initial  issuance  of  regulations  provid¬ 
ing  for  certification  of  the  drugs  under 
the  antibiotic  section  of  the  law  (sec. 
507)  shall  not  be  conditioned  upon  an 
affirmative  finding  of  efficacy  of  the 
drugs.  Accordingly  the  initial  issuance 
of  regulations  cannot  be  and  is  not  condi¬ 
tioned  upon  an  affirmative  finding  of  effi¬ 
cacy  of  the  drugs  involved. 

The  review  of  efficacy 'of  the  drugs 
covered  by  this  proposal  has  not 
been  completed.  When  completed  it 
may  indicate,  for  any  of  the  products, 
no  need  fOT  change,  a  need  tor  modifi¬ 
cation  of  the  regulation,  or  a  need  to 
revoke  the  regulation.  Any  changes 
that  appear  to  be  needed,  based  upon 
efficacy  considerations,  will  be  published 
at  a  later  date  as  proposals. 

A  proposed  regulation  for  tests  and 
methods  of  assay  and  certification  of 
oxsrtetracyoline  troches  was  published  in 
the  Federal  Register  of  April  18,  1963 
(28  FJl.  3839).  Final  action  on  the 
oxytetracycline  troches  proposal  will  be 
taken  concurrently  with  that  on  the  pro¬ 
posals  in  this  notice  and  will  be  con¬ 
ditioned  on  the  statutory  requirements 
as  set  forth  in  the  preamble  of  this 
notice. 

All  interested  persons  are  hereby 
invited  to  submit  written  views  and 
comments  on  these  proposals,  preferably 
in  quintuplicate,  within  30  days  from 
the  date  of  the  publication  of  this  notice 
in  the  Federal  Register,  addressed  to 
the  Hearing  Clerk,  Department  of 
Health,  Education,  and  Welfare,  Room 
5440,  330  Independence  Avenue  SW., 
Washington,  D.C.,  20201. 


-  Vv 

PROPOSED  RULE  MAKING 

A.  It  is  proposed  io  amend  8  146.1 
Definitions  oMd  interpretations  applica¬ 
ble  to  aU  certifiable  antibiotic  drugs  as 
follows  by  addi^  to  paragraphs  (a) ,  (b) , 
and  (d)  the  foUowlng  new  subi^aragraph, 
and  by  adding  the  ftdlowing  hew  sab- 
diviskon  to  paragraph  (c)  (2)  to  read  as 
foUows: 

8  146.1  Defiaitions  and  interpretations 
applicable  to  aH  certifiable  antibiotic 
drugs. 

(a)  •  •  • 

(20)  Each  of  the  antibiotic  siffistances 
produced  by  the  triacetsrlation  of  olean¬ 
domycin,  and  each  of  the  same  sub¬ 
stances  produced  by  any  other  means, 
is  a  kind  of  triacetyloleandomycin. 

•  •  .  •  •  • 

(b)  •  •  • 

(29)  The  term  "triacetyloleandomycin 
master  standard”  means  a  specific  lot 
of  triacetyloleandomycin  designated  by 
the  Commissioner  as  the  standard  of 
comparison  in  determining  the  potency 
of  the  triacetyloleandomycin  working 
standard. 

•  •  *  •  • 

(c)  •  •  ♦ 

(2)  •  •  • 

(xxiii)  The  term  "microgram”  applied 
to  triacetylolecmdomycin  means  the  ac¬ 
tivity  (potency) ,  calculated  as  the  molec¬ 
ular  equivalent  of  the  oleandomycin 
base,  contained  in  1.2315  micrograms  of 
the  triacetyloleandomycin  master  stand¬ 
ard  when  dried  for  3  hours  at  60*  C.  and 
a  pressure  of  5  milliliters  or  less. 

•  •  •  *  • 

(d)  •  •  • 

(24)  The  term  "triacetyloleandomycin 
working  standEU'd”  means  a  specific  lot 
of  a  homogenous  preparation  of  trlace- 
tyloleandomsrcin. 

•  •  *  •  * 

B.  It  is  proposed  to  amend  Parts  1481, 
148m,  148n,  148p,  and  148r  by  adding 
the  following  new  sections: 

§  148i.l3  Neomycin  sulfate-hydrocorti* 
sone  acetate  suspension  for  intra* 
articular  use. 

(a)  Requirements  for  certification — 

(1)  Standards  of  identity,  strength, 
quality,  and  purity.  Neomycin  sulfate- 
hydrocortisone  acetate  suspension  for 
Intra-artlcular  use  contains.  In  each 
milliliter,  3.5  milligrams  of  neomycin  and 
50  milligrams  of  hydrocortisone  acetate. 
It  contains  one  or  more  suitable  preserv¬ 
atives,  dispersants,  and  buffers.  It  is 
sterile.  It  passes  the  toxicity  test.  Its 
pH  is  not  less  than  5.3  and  not  more 
than  7.0.  The  neomycin  sulfate  used 
conforms  to  the  stsmdards  prescribed  by 
§  148i.l(a)(l)  (i),  (iii),  (vi).  and  (vii). 
Each  other  ingreffient  used,  if  its  name 
is  recognized  in  the  U.S.P.  or  NJP.,  con¬ 
forms  to  the  standards  prescribed  there¬ 
for  by  such  official  compendium. 

(2)  Labeling.  It  shall  be  labeled  in 
accordance  with  the  requirements  of 
§  148.3  of  this  chapter.  Its  expiration 
date  is  12  months. 

(3)  Requests  for  certification;  sam¬ 
ples.  In  addition  to  the  requirements  of 
8  148.4  of  this  chapter,  each  such  request 
shall  contain; 

(1)  Results  of  tests  and  assays  on: 


(a)  The  ne<Mnycln  sulfate  used  in 
making  the  batch  for  potency,  pyrogens, 
pH,  and  Identity. 

(5)  The  batch  for  potency,  sterility, 
toxicity,  and  pH. 

(ii)  Samples  required: 

,(a)  The  neomyvln  sulfate  used  in 
niaking  the  batch:  10  padcages,  each 
containing  approximately  100  milli¬ 
grams. 

(b)  The  batch: 

(1)  For  all  tests  except  sterility:  a 
minimum  of  eight  Immediate  containers. 

(2)  For  sterility  testing:  20  immediate 
containers,  collected  at  regular  intervals 
thibughout  each  filling  operation. 

(c)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
In  making  the  batch:  One  package  of 
each  containing  approximately  5  grams. 

(4)  Fees.  $4.00  for  each  Immediate 
container  or  package  in  the  samples 
submitted  in  accordance  with  subpara¬ 
graph  (3)(li)  (a),  (b)(1),  and  (c)  of 
this  paragraph:  $12.00  for  all  immediate 
containers  in  .the  sample  submitted  in 
accordance  with  sulH>aragraph  (3)(ii) 
(b)  (2)  of  this  paragraph;  $24.00  for  all 
containers  in  the  samples  submitted  for 
any  repeat  sterility  test,  if  necessary,  in 
accordance  with  8 141.2(f)  of  this 
chapter. 

(b)  Tests  and  methods  of  assay — (1) 
Potency.  Proceed  as  directed  in  §  I48i.l 
(b)  (1).  except  prepare  a  stock  solution 
of  convenient  concentration  by  placing 
an  accurately  measured  representative 
portion  of  the  sample  into  an  appropri¬ 
ate-sized  volumetric  flask  and  diluting 
to  volume  with  O.IM  potassium  phos¬ 
phate  buffer,  pH  8.0.  Further  dilute  an 
aliquot  of  the  stock  solution  to  the  proper 
prescribed  reference  concentration  with 
O.IM  potassium  phosphate  buffer,  pH  8.0. 
Its  content  of  neomycin  is  satisfactory 
if  it  is  not  less  than  90  percent  and  not 
more  than  115  percent  of  the  number  of 
milligrams  of  neomycin  that  it  is  repre¬ 
sented  to  contain. 

(2)  Sterility.  Proceed  as  directed  in 
8  141.2  of  this  chapter,  using- the  method 
described  in  paragraph  (e)  (2)  of  that 
section,  except  transfer  0.25  milliliter  in 
lieu  of  1.0  milliliter. 

(3)  Toxicity.  Proceed  as  directed  in 
§  141a.4  of  this  chapter,  using  0.5  milli¬ 
liter  of  a  solution  containing  200  micro¬ 
grams  (estimated)  of  neomycin  per  mil¬ 
liliter  in  sterile  distilled  water. 

(4)  pH.  Proceed  as  directed  in 
§  141a.5(b)  of  this  cheater,  using  the  un¬ 
diluted  sample. 

§  148i.l7  Neomycin  sulfate-polymyxin  B 
sulfate  oral  solution. 

(a)  Requirements  for  certification— 
il) Standards  of  identity,  strength,  qual¬ 
ity,  and  purity.  Neomycin  sulfate-poly¬ 
myxin  B  sulfate  oral  solution  contains,  in 
each  milliliter,  9.1  milligrams  of  neomy¬ 
cin  and  1,000  units  of  polymyxin  B.  It 
contains  one  or  more  suitable  flavorings, 
colorings,  and  preservatives.  Its  pH  is 
not  less  than  6.0  and  not  more  than  7.5. 
The  neomycin  sulfate  used  conforms  to 
the  standards  prescribed  by  §  148i.l(a) 
(1)  (1),  (iv),  (Vi),  and  (vii).  The  poly¬ 
myxin  B  sulfate  used  conforms  to  the 
standards  prescribed  by  8  148p.l  (a)(1) 
(1),  (iv),  (vi),  (vU).  and  (ix)  of  this 
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chapter.  Each  other  substance  used,  if 
its  name  is  recognized  in  the  n.S.P.  or 
N.F.,  conforms  to  the  standards  pre¬ 
scribed  therefor  by  such  official  com¬ 
pendium. 

(2)  Labeling.  It  shall  be  labeled  in 
accordance  with  the  requirements  of 
§  148.3  of  this  chapter.  Its  expiration 
date  is  12  months. 

(3)  Requests  for  certification:  sam~ 
pies.  In  addition  to  the  requirements  of 
§  148.4  of  this  chapter,  each  such  request 
shall  contain: 

(i)  Results  of  tests  and  assays  on: 

(a)  The  neomycin  sulfate  used  in 
making  the  batch  for  potency,  toxicity, 
pH.  and  identity. 

(b)  The  polymyxin  B  sulfate  used  in 
making  the  batch  for  potency,  toxicity, 
pH,  residue  on  ignition,  and  identity. 

(c)  The  batch  for  neomycin  content, 
polymyxin  content,  and  pH. 

(ii)  Samples  reqiiired: 

(a)  The  neomycin  sulfate  used  in 
making  the  batch:  10  packages,  each 
containing  approximately  300  milli¬ 
grams. 

(b)  The  polymyxin  B  sulfate  used  in 
making  the  batch:  10  packages,  each 
containing  approximately  300  milli¬ 
grams. 

(c)  The  batch:  A  minimum  of  six 
immediate  containers. 

(d)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch:  One  package  of 
each  containing  approximately  5  grams. 

(4)  Fees.  $5.00  for  each  immediate 
container  in  the  sample  submitted  in 
accordance  with  subparagraph  (3)  (U) 
(c)  of  this  paragraph;  $4.00  for  each 
package  in  the  samples  submitted  in 
accordance  with  subparagraph  (3)(ii) 
(a),  (b),  and  id)  of  this  paragraph. 

(b)  Tests  and  methods  of  assay — (1) 
Potency — (i)  Neomycin  content.  Pro¬ 
ceed  as  directed  in  S  148i.l(b)  (1),  ex¬ 
cept  prepare  the  sample  for  assay  as 
follows:  Remove  an  accurately  measured 
representative  portion  and  dilute  with 
sufficient  O.IM  potassium  phosphate 
buffer.  pH  8.0,  to  give  a  stock  solution  of 
convenient  concentration.  Further  di¬ 
lute  with  O.lAf  potassium  phosphate 
buffer,  pH  8.0,  to  the  proper  prescribed 
reference  concentration.  Its  content  of 
neomycin  is  satisfactory  if  it  is  not  less 
than  90  percent  and  not  more  than  125 
percent  of  the  number  of  milligrams  of 
neomycin  that  it  is  represented  to  con¬ 
tain. 

(ii)  Polymyxin  content.  Remove  an 
accurately  measured  representative  por¬ 
tion  and  dilute  with  10  percent  potas¬ 
sium  phosphate  buffer,  pH  6.0,  to  give  a 
stock  solution  of  convenient  concentra¬ 
tion.  Further  dilute  in  10  percent  po¬ 
tassium  phraphate  buffer,  pH  6.0,  to  10 
units  of  pol3^yxin  (estimated)  per  milli¬ 
liter.  Proceed  as  directed  in  §  148p.l  (b) 

(1)  of  this  chapter,  except  add  to  each 
concentration  of  the  polymyxin  standard 
curve  a  quantity  of  neomycin  to  yield  the 
same  concentration  of  neomycin  as  that 
present  when  the  sample  is  diluted  to 
contain  10  units  of  polymyxin  per  milli- 
iiter.  Its  content  of  polsrmirxin  is  satis¬ 
factory  if  it  contains  not  less  than  90 
percent  and  not  more  than  125  percent 


of  the  number  of  units  of  polymyxin  that 
it  is  represented  to  contain. 

(2)  pH.  Proceed  as  directed  in 
S  141a.5(b>  of  this  chapter,  using  the  un¬ 
diluted  sample. 

§  148i.28  Neomycin  sulfate-gramicidin- 
hydrocortisone  acetate-phenyl¬ 
ephrine  hydrochloride -thonzonium 
^  bromide-thonzylamine  hydrochloride 

^  nasal  solution. 

(a)  Requirements  for  certification — 
(1)  Standards  of  identity,  strength,  qual¬ 
ity,  and  purity.  Neomycin  sulfate-hy- 
drochloride-thonzonium  bromide-thon- 
zylamine  hydrochloride  nasal  solution  is 
a  solution  containing,  in  each  milliliter. 
0.66  milligram  of  neomycin,  0.05  milli¬ 
gram  of  gramicidin,  0.2  milligram  of  hy¬ 
drocortisone  acetate,  2.5  milligrams  of 
phenylephrine  hydrochloride,  0.5  milli¬ 
gram  of  thonzonimn  bromide,  10.0  milli¬ 
grams  of  thonzylamine  hydrochloride, 
and  one  or  more  suitable  buffers,  pre¬ 
servatives,  and  surfactants.  Its  pH  is 
not  less  than  4.8  and  not  more  than  6.0. 
The  neomycin  sulfate  used  conforms  to 
the  standards  prescribed  by  §  148i.l(a) 
(1)  (i) ,  (iv) ,  (vi) ,  and  (vii) .  The  gram¬ 
icidin  used  conforms  to  the  standards 
prescribed  by  §  148f.l(a) (1)  (i),  (ii), 
(iv) ,  (V) ,  and  (vi)  of  this  chapter.  Each 
other  substance  used,  if  its  name  is  recog¬ 
nized  in  the  U.SP.  or  N.P.,  conforms  to 
the  standards  prescribed  by  such  official 
compendium. 

(2)  Labeling.  It  shall  be  labeled  in 
accordance  with  §  148.3  of  this  chapter. 
Its  expiration  date  is  12  months. 

(3)  Request  for  certification;  samples. 
In  addition  to  the  requirements  of  §  148.4 
of  this  chapter,  each  such  request  shall 
contain: 

(i)  Results  of  tests  and  assay  on: 

(a)  The  neomycin  sulfate  used  in  mak¬ 
ing  the  batch  for  potency,  toxicity,  pH, 
and  identity. 

(b)  The  gramicidin  used  in  milking  the 
batch  for  potency,  toxicity,  residue  on 
ignition,  melting  point,  and  identity. 

(c)  Ihe  batch  for  neomycin  content, 
gramicidin  content,  and  pH. 

(ii)  Samples  required: 

id)  The  neomycin  sulfate  used  in  mak¬ 
ing  the  batch:  10  packages,  each  contain¬ 
ing  approximately  300  milligrams. 

(b)  The  gramicidin  used  in  making  the 
batch :  10  packages,  each  containing  ap¬ 
proximately  500  milligrams. 

(c)  The  batch:  A  minimum  of  six  im¬ 
mediate  containers. 

id)  In  the  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch:  One  package  of 
each  containing  approximately  5  grams. 

(4)  Fees.  $5.00  for  each  immediate 
container  in  the  sample  submitted  in  ac¬ 
cordance  with  subparagraph  (3)  (ii)  (c) 
of  this  paragraph;  $4.00  for  each  pack¬ 
age  in  the  samples  submitted  in  accord¬ 
ance  with  subparagraph  (3)  (ii)  (a) ,  (b) , 
and  id)  of  this  paragraph. 

(b)  Tests  and  methods  of  assay — (1) 
Potency — (i)  Neomycin  content.  Pro¬ 
ceed  as  directed  in  §  148i.20(b)  (1)  (i) . 
Its  content  of  neomycin  is  satisfactory  if 
it  is  not  less  than  90  percent  and  not 
more  than  125  percent  of  the  number  of 
milligrams  of  neomycin  that  it  is  repre¬ 
sented  to  contain. 


(ii)  Gramicidin.'  Proceed  as  directed 
in  §  148i.20(b)(l)(iii).  Its  content  of 
gramicidin  is  satisfactory  if  it  contains 
not  less  than  90  percent  and  not  more 
than  125  percent  of  the  munber  of  milli¬ 
grams  of  gramicidin  that  it  is  repre¬ 
sented  to  contain. 

(2)  pH.  Proceed  as  directed  in 
§  141a.5(b)  of  this  chapter,  using  the 
undiluted  sample. 

§  148i.31  Neomycin  sulfate  (commer¬ 
cial  grade). 

(a)  Requirements  for  certification — 
(1)  Standards  of  identity,  strength, 
quality,  and  purity.  Neomycin  sulfate 
(commercial  grade)  is  the  sulfate  salt 
of  a  kind  of  neomycin  or  a  mixture  of 
two  or  more  such  salts.  It  is  so  purified 
and  dried  that: 

(1)  Its  potency  is  not  less  than  400 
micrograms  of  neomycin  per  milligram 
on  the  anhydrous  basis. 

(ii)  It  passes  the  toxicity  test. 

(iii)  Its  moisture  content  is  not  more 
than  8.0  percent. 

(iv)  Its  pH  in  an  aqueous  solution 
containing  33  milligrams  of  neomycin 
sulfate  commercial  grade  per  milliliter 
is  not  less  than  4.0  and  not  more  than 
7.5. 

(V)  It  gives  a  positive  identity  test  for 
neomycin  sulfate. 

(2)  Labeling.  It  shall  be  labeled  in 
accordance  with  the  requirements  of 
§  148.3(b)  of  this  chapter.  Its  expira¬ 
tion  date  is  12  months. 

(3)  Requests  for  certification;  sam¬ 
ples.  In  addition  to  the  requirements 
of  §  148.4  of  this  chapter,  each  such  re¬ 
quest  shall  contain: 

(1)  Results  of  tests  and  assays  on  the 
batch  for  potency,  toxicity,  moistiue,  pH, 
and  identity. 

(ii)  Samples  required:  10  packages, 
each  containing  approximately  300  milli¬ 
grams. 

(4)  Fees.  $4.00  for  each  container 
submitted  in  accordance  with  subpara¬ 
graph  (3)  (ii)  of  this  paragraph. 

(b)  Tests  and  methods  of  assay — (1) 
Potency.  Proceed  as  directed  in  §  148i.l 
(b)(1). 

(2)  Toxicity.  Proceed  as  directed  in 
§  148i.l  (b)(4). 

(3)  Moisture.  Proceed  as  directed  in 
§  148i.l  (b)(5). 

(4)  pH.  Proceed  as  directed  in 
§  148i.l  (b)(6). 

(5)  Identity.  Proceed  as  directed  in 
§  148i.l  (b)(7). 

§  148i.30  Neomycin  sulfate  (commer¬ 
cial  grade) -aluminum  chlorohydrox- 
ide  cream  deodorant. 

(a)  Requirements  for  certification — 
(1)  Standards  of  identity,  strength, 
quality,  and  purity.  Neomycin  sulfate 
(commercial  grade) -aluminiun  chloro- 
hydroxide  cream  deodorant  is  neomycin 
sulfate  (commercial  grade)  and  alu¬ 
minum  chlorohydroxide  in  a  suitable 
cream  base.  It  contains,  in  each  gram, 
the  following: 

(i)  1  milligram  of  neomycin  and  120 
milligrams  of  aliuninum  chlorohydrox¬ 
ide  (anhydrous) ;  or 

(ii)  1.75  milligrams  of  neomycin  and 
either  100  milligrams  or  176  milligrams 
of  aluminum  chlorohydroxide  (anhy¬ 
drous)  . 
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It  may  also  contain  one  or  more  suit¬ 
able  emollients,-  perfumes,  ctAorlnss, 
dispersants,  sohibiliaers,  buffers,  and  pre¬ 
servatives.  The  neomycin  sulfate  (com¬ 
mercial  grade)  used  conforms  to  the 
standards  prescribed  by  f  148i.8i(a)<l). 
Each  other  substance  used.  If  its  name 
is  recognised  in  the  U£5P.  or  NP.,  con¬ 
forms  to  the  standards  prescribed  there¬ 
for  by  such  oflScial  compendium. 

(2)  Labeling,  Each  package  shall 
bear  on  its  label  or  labeling,  as  herein¬ 
after  indicated,  the  following: 

(i)  On  the  label  of  the  immediate 
container  and  on  the  outside  wrapper  or 
container,  if  any: 

(a)  The  batch  mark. 

(b)  The  name  and  quantity  of  each 
active  ingredient  contained  in  the  drug. 

(c)  An  expiraUon  date  that  is  12 
months  after  the  month  during  which 
the  batch  was  certified. 

(ii)  On  the  label  of  the  Immediate 
container  or  other  labeling  attached  to 
or  within  the  package,  adequate  direc¬ 
tions  for  lay  use. 

(3)  Requests  for  certification:  samples. 
In  addition  to  the  requirements  of  S  148.4 
of  this  chapter,  each  such  request  shall 
contain: 

(i)  Results  of  tests  and  assays  on: 

(a)  The  ne<Hnycin  sulfate  (commer¬ 
cial  grade)  used  in  making  the  batch  for 
potency,  toxicity,  moisture,  pH,  and 
identity. 

(b)  The  batch  for  potency. 

(ii)  Samples  required: 

(a)  The  neomycin  sulfate  (commer¬ 
cial  grade)  used  in  making  the  batch: 
10  packages,  each  containing  approxi¬ 
mately  300  milligrams. 

(b)  The  batch:  A  minimum  of  five 
immediate  containers. 

(c)  In  case  of  an  initial  request  for 
certification,  each  other  ingredi^t  used 
in  making  the  batch:  One  package  of 
each  containing  approximately  5  grams. 

(4)  Fees.  $4.00  for  each  immediate 
container  or  package  in  the  samples 
submitted  in  acc(M:dance  with  subpara- 
grai^  (3)  (ii)  of  this  paragraph. 

(b)  Tests  and  methods  of  assay; 
potency.  Proceed  as  directed  in  S  1481.1 
(b)(1),  except  prepare  the  sample  for 
assay  as  follows:  Weigh  accurately  about 
3  grams  into  a  15-milliliter  centrifuge 
tube,  cap  the  tube  with  aluminiun  foil, 
and  heat  over  a  steam  bath  until  the 
cream  is  liquefied.  Add  an  accurately 
measured  volume  of  fit»n  7  to  9  milli¬ 
liters  of  a  10  percent  solution  of  ammo¬ 
nia.  Stir  tiiOTOughiy  to  allow  the  heavy 
precipitate  of  aluminum  hydroxide  to 
form.  Blend  the  contents  for  at  least  3 
minutes  in  a  suitable  homogenizer. 
Transfer  the  homogenized  mixture  into 
the  centrifuge  tube  and  centrifuge  for 
20  minutes  at  3000  revolutions  per 
minute.  Remove  1.0  milliliter  of  the 
clear  supernatant  and  evaporate  to  dry¬ 
ness  under  a  stream  of  air.  Dissolve 
and  dilute  the  residue  with  O.IM  potas¬ 
sium  phosphate  buffer,  pH  8.0,  to  the 
proper  prescribed  referaice  concentra¬ 
tion  of  neomycin.  The  potency  is  satis¬ 
factory  if  it  is  not  less  than  90  percent 
and  not  more  than  140  percent  of  the 
number  of  milligrams  of  neomycin  that 
the  product  is  represented  to  contain. 


R  148iAQa  Weomyeia  lalfale  Ceoaunet^ 
cial  grade>-«lurauB  dUortdiydroK- 
ide  dcodomit  latMNi;  aeomycm  sul¬ 
fate  (eanuncrciid  gnide)-a]aBumim 
chlonAydroxide-alimimim  cbloride 
deodorant  lotion. 

(a)  Requirements  for  certification — 
(1)  Standards  of  identity,  strength, 
quality,  and  purity.  Neomycin  sulfate 
(ccnnmercial  grade) -aluminum  chloro- 
hydroxide  deodorant  lotion  contains 
neomycin  sulfate  (commercial  grade) 
and  niiiminiim  chlorohydroxide  in  a 
suitable  lotion  v^cle.  It  contains,  in 
each  milliliter,  the  following: 

(1)  1.75  milligrams  of  neomycin  and 
100  milligrams  of  aluminum  chlorohy¬ 
droxide  (anhydrous) ;  or 

(ii)  3.5  milligrams  of  neomycin  and 
either  142  milligrams  or  152  milligrams 
of  aluminum  chlorohydroxide  (anhy¬ 
drous)  ;  or 

(iii)  1  milligram  of  neomycin  and  160 
milligrams  of  aluminum  chlorohydrox¬ 
ide  (anhydrous). 

Necxnycin  8ulfate  (commercial  grade) - 
aluminum  chlonhydroxlde-aluminum 
chloride  deodorant  lotion  contains,  in 
each  milliliter,  1.75  milligrams  of  neo¬ 
mycin,  176  milligrams  of  aluminum 
chlorohydroxide  (anhydrous) ,  and  10 
milligrams  of  aluminum  chloride.  The 
preparations  may  also  contain  one  or 
more  suitable  emollients,  perfumes, 
colorings,  dispersants,  solubilizers,  buf¬ 
fers,  and  preservatives  in  an  aqueous 
v^cle.  Their  pH  is  not  less  than  3.5 
and  not  m(n*e  than  6.5.  The  necxnycin 
sulfate  (commercial  grade)  used  con¬ 
forms  to  the  standards  of  8  148i.31(a) 
(1).  Each  other  substance  used,  if  its 
name  is  recognized  in  the  n.SP.  or  N  J*., 
conforms  to  the  standards  prescribed 
therefor  by  such  oflicial  compendium. 

(2)  Labeling.  Each  package  shall 
bear  on  its  label  or  labeling,  as  herein¬ 
after  indicated,  the  following: 

(i)  On  the  label  of  the  Immediate 
container  and  on  the  outside  wrapper  or 
container,  if  any: 

(a)  The  batch  mark. 

(b)  The  name  and  quantity  of  each 
active  ingredient  contained  in  the  drug. 

(e)  An  expiration  date  that  is  12 
months  after  the  month  during  which 
the  batch  was  certified. 

(ii)  On  the  label  of  the  Immediate 
container  or  other  labeling  attached  on 
or  within  the  package,  adequate  direc¬ 
tions  for  lay  use. 

(3)  Requests  for  certification;  sam¬ 
ples.  In  addition  to  the  requirements 
of  8  148.4  of  this  chapter,  each  such  re¬ 
quest  shall  contain : 

(i)  Results  of  tests  and  assays  on: 

(a)  The  neomycin  sulfate  (commer¬ 
cial  grade)  used  in  making  the  batch  for 
potency,  toxicity,  moisture,  pH,  and 
identity. 

(b)  The  batch  for  potency  and  pH. 

(ii)  Samples  required: 

(a)  The  neomycin  sulfate  (commer¬ 
cial  grade)  used  in  making  the  batch:  10 
packages,  each  containing  iq)proxlmately 
300  milligrams. 

(b)  The  batch:  A  minimum  of  five 
immediate  containers. 

(c)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 


in  making  the' batch:  One  package  of 
ea<^  (xmtainlng  approximate  5  grams. 

(4)  Fees.  $4.00  for  each  Immediate 
container  or  package  in  the  samples 
submitted  in  aocordsmce  with  sul^ara- 
grai^  (3)  (ii)  of  this  paragraph. 

(b)  Tests  and  methods  of  assay — (l) 
Potency.  Proceed  as  direct^  in  8  1481.1 
(b)(1),  except  prepare  the  sample  for 
assay  as  follows:  Remove  a  3.0-milliliter 
portion  with  a  suitable  ssninge  and  trans¬ 
fer  to  a  15-milliliter  centrifuge  tube. 
Add  an  accurately  measured  volume  of 
from  7  to  9  milliliters  of  a  10  percent 
soluticm  of  ammonia.  Stir  thoroughly  to 
allow  the  heavy  precipitate  of  aluminum 
hydroxide  to  form.  Blend  the  contents 
for  at  least  3  minutes  in  a  suitable  ho¬ 
mogenizer.  Transfer  the  homogenized 
mixture  into  the  cmtrifuge  tube  and 
centrifuge  for  20  minutes  at  3000  revo¬ 
lutions  per  minute.  Remove  1.0  milli¬ 
liter  of  the  clear  simernatant  and  evap¬ 
orate  to  dryness  under  a  stream  of  air. 
Dissolve  and  dilute  the  residue  with  O.lM 
potassium  phosphate  buffer,  pH  8.0,  to 
the  proper  prescribed  reference  concen¬ 
tration  of  neomycin.  The  potency  is 
satisfactory  if  it  is  not  less  than  90  per¬ 
cent  and  not  more  than  140  percent  of 
the  number  of  milligrams  of  neomycin 
that  the  product  is  represented  to  con¬ 
tain. 

(2)  pH.  Proceed  as  directed  in 
8  141a.5(b)  of  this  chapter,  using  the 
undiluted  sample. 

§  148i.30b  Neomycin  snlfate-alnminum 
chlorohydroxide  dcodmrant  lotion. 

Neomydn  sulfate-aluminum  chloro¬ 
hydroxide  deodorant  lotion  conforms  to 
all  requirements  and  is  subject  to  all 
procedures  prescribed  by  8  148i.30a  for 
neomycin  sulfate  (commercial  grade) - 
aluminum  chlorohydroxide  deodorant 
lotion,  except  that :  ^ 

(a)  Each  milliliter  contains  3.5  milli¬ 
grams  of  neomycin  and  160  mfiUgrams 
of  aluminum  chlorohydroxide  (anhy¬ 
drous), 

(b)  ITie  neomycin  sulfate  used  con¬ 
forms  to  the  standards  prescribed  by 
8  148i.l (a)(1)  (i).  (V).  (Vi),  and  (vU). 

§  148i.36  Neomycin  sulfate-polymyxin  B 
sulfate  -  tyrothricin  -  henzocaine 
troches. 

(a)  Requirements  for  certification— 
(1)  Standards  of  identity,  strength,  qual¬ 
ity,  and  purity.  Neomycin  sulfate-poly¬ 
myxin  B  sulfate-tsH'othricin-benzocaine 
troches  are  troches  composed  of  neomy¬ 
cin  sulfate,  polymyxin  B  sulfate,  tyrothri¬ 
cin,  and  benzocalne  with  (me  or  more 
suitable  lubii(»nts,  binders,  fillers,  color¬ 
ings,  and  fiavcHin^.  Each  troche  con¬ 
tains  3.5  milligrams  of  neomycin,  1.000 
units  of  polymyxin  B,  Ifi  milligram  of 
tyrothricin.  and  10  milligrams  of  benzo- 
cmine.  The  moisture  content  is  not  more 
than  2.0  percent.  The  neomycin  sulfate 
used  conforms  to  the  standards  of 
8  148i.l(a)(l)  (1),  (Iv).  (v),  (vi),  and 
(vli).  The  polymsrxln  B  sulfate  used 
conforms  to  the  standards  prescribed  by 
8  148p.l(a)(l)  (1),  (iv),  (V),  (vi).  (vii). 
and  (ix)  of  this  (diapter.  The  tyrothricin 
used  conforms  to  the  standards  pre¬ 
scribed  by  8  148r.l(a)  (1)  of  this  chapter. 
Each  other  substance  used,  if  its  name 
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is  recognized  in  the  UJ3P.  or  N.F.,  con¬ 
forms  to  the  standards  iMrescribed  there¬ 
for  by  such  ofBcial  compendium. 

(2)  Lobbing.  Each  package  shall 
bear  cm  its  label  or  labeling,  as  herein¬ 
after  indicated,  the  following: 

(1)  On  the  label  of  the  immediate  con¬ 
tainer  and  cm  the  outside  wrapper  or 
container,  if  any: 

(a)  The  batch  mark. 

(b)  The  name  and  quantity  of  each 
active  ingredient  contained  in  the  drug. 

(c)  An  expiration  date  that  is .  12 
months  after  the  mcHith  during  which 
the  batch  was  certified. 

(ii)  On  the  label  of  the  immediate 
container  or  other  labeling  attached  to 
or  within  the  package,  adequate  direc¬ 
tions  for  lay  use  of  the  hug. 

(3)  Requests  for  certification:  sam¬ 
ples.  In  addition  to  the  requirements 
of  §  148.4  of  this  chapter,  each  such 
request  shall  contain: 

(i)  Results  of  tests  and  assays  on: 

(a)  The  neomycin  sulfate  used  in 
making  the  batch  for  potency,  toxicity, 
molstiire,  pH,  and  identity. 

(b)  ^e  polymyxin  B  sulfate  used  in 
making  the  batch  for  potency,  toxicity, 
moisture,  pH,  residue  on  ignition,  and 
identity. 

(c)  The  tyrothrlcin  used  in  making 
the  batch  for  potency,  moisture,  and 
identity. 

(d)  The  batch  for  neomycin  content, 
polymyxin  content,  tyrothrlcin  content, 
and  moisture. 

(ii)  Samples  required: 

(a)  The  neomycin  sulfate  used  in 
making  the  batch:  10  packages,  each 
containing  approximately  300  milli¬ 
grams. 

(b)  The  polymsrxin  B  sulfate  used  in 
making  the  batch:  10  packages,  each 
containing  approximately  300  milli¬ 
grams. 

(c)  The  tsrrothricin  used  in  making 
the  batch:  5  packages,  each  containing 
approximately  300  milligrams. 

(d)  The  batch:  A  minimum  of  30 
troches. 

(e)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch:  One  package  of 
each  containing  approximately  5  grams. 

(4)  Fees.  $1.25  for  each  troche  in 
the  sample  submitted  in  accordance  with 
subparagraph  (3)  (ii)  (d)  of  this  para¬ 
graph;  $4.00  for  each  package  in  the 
samples  submitted  in  accordance  with 
subparagraph  (3)(ii)  (o),  (b),  (c),  and 
and  (e)  of  this  paragraph. 

(b)  Tests  and  method  of  assay — (1) 
Potency — (i)  Neomycin  content.  Pro¬ 
ceed  as  directed  in  S  148i.l(b)  (1) ,  except 
prepare  the  sample  for  assay  as  follows: 
Place  a  representative  of  troches  in  a 
high-speed  glass  blender  and  add  suffi¬ 
cient  O.lAf  potassium  phosphate  buffer, 
pH  8.0,  to  ^ve  a  stock  solution  of  con¬ 
venient  concentration.  Blend  imtil  the 
troches  are  completely  disint^ated. 
Make  proper  estimated  dilutions  with 
O.lJlf  potassium  phosphate  buffer,  pH  8.0, 
to  the  prescribed  reference  concentra- 
The  content  of  neomycin  is  satis¬ 
factory  if  it  is  not  less  than  90  percent 
and  not  more  than  125  percent  of  the 
number  of  milligrams  of  neomycin  that 
it  is  represented  to  contain. 


(ii)  Polymyxin  content.  Proceed  as 
directed  in  i  148p.l(b)  (1)  of  this  chap¬ 
ter,  except: 

(a)  Prepare  the  sample  for  assay  as 
follows:  Dissolve  a  representative  num¬ 
ber  of  troches  in  sufficient  10  percent 
potassimn  phosphate  buffer,  pH  6.0,  to 
give  a  stock  solution  of  convenient  con¬ 
centration.  Make  proper  estimated  di¬ 
lutions  with  10  percent  potassium  phos¬ 
phate  buffer,  pH  6.0,  to  the  reference 
concentration  of  10  units  of  polimiyxin 
per  milliliter. 

(b)  Add  to  each  concentration  of  the 
polymsrxin  standard  curve  a  quantity  of 
neomycin  to  yield  the  same  concentra¬ 
tion  of  neomycin  as  that  present  when 
the  sample  is  diluted  to  contain  10  units 
of  polymyxin  per  milliliter.  Also  add  to 
each  concentration  of  the  pol3un3rxin 
standard  curve  a  quantity  of  sucrose  to 
yield  the  same  concentration  of  sucrpee 
as  that  present  when  the  sample  is  di¬ 
luted  to  contain  10  units  of  pol3miyxin 
per  milliliter. 

The  content  of  polymyxin  is  satisfactory 
if  it  is  not  less  than  90  percent  and  not 
more  than  125  percent  of  the  number  of 
units  of  poljnnyxin  that  it  is  represented 
to  contain. 

(iii)  Tyrothricin  content.  Proceed  as 
directed  in  S  148r.l(b)  (1)  of  this  chap¬ 
ter.  except  prepare  the  sample  for  assay 
as  follows :  Dissolve  a  representative 
number  of  troches  in  sufficient  95  per¬ 
cent  alcohol  to  give  a  concentration  of 
convenient  concentration.  Make  proper 
estimated  dilutions  with  95  percent  alco¬ 
hol  to  the  prescribed  reference  concen¬ 
tration.  The  content  of  tyrothricin  is 
satisfactory  if  it  is  not  less  than  90  per¬ 
cent  and  not  more  than  125  percent  of 
the  number  of  milligrams  of  tyrothricin 
that  it  is  represented  to  contain. 

(2)  Moisture.  Proceed  as  directed  in 
§  141a.5(a)  of  this  chapter. 

§  148i.37  Neomycin  sulfate-gramicidin- 
propyl  p-aminobenzoate  chewing 
troches. 

(a)  Requirements  for  certification — 
(1)  Standards  of  identity,  strength, 
quality,  and  purity.  Neomycin  sulfate- 
gramicidin  -  propyl  p  -  aminobenzoate 
chewing  troches  are  troches  composed 
of  neomycin  sulfate,  gramicidin,  and 
propyl  p-aminobenzoate  with  one  or 
more  suitable  binders,  solvents,  fillers, 
masticatory  substances,  fiavorings,  color¬ 
ings,  and  preservatives.  Each  troche 
contains  3.5  milligrams  of  neomycin, 
0.25  milligram  of  gramicidin,  and  2.0 
milligrams  of  pr(H>yl  p-aminobenzoate. 
The  neomycin  sulfate  used  conforms  to 
the  standards  prescribed  by  §  1481.1  (a) 
(1)  (i),  (iv),  (v),  (vi),  and  (vU).  The 
gramicidin  used  conforms  to  the  stand¬ 
ards  prescribed  by  §  148f.l(a)  (1)  of  this 
chapter.  Each  other  substance  used,  if 
its  name  is  recognized  in  the  UBP.  or 
N.F.,  conforms  to  the  standards  pre¬ 
scribed  therefor  by  such  official  compen¬ 
dium. 

(2)  Labeling.  Each  package  shall 
bear  on  its  label  or  labeling,  as  herein¬ 
after  indicated,  the  following: 

(i)  On  the  label  of  the  immediate 
container  and  on  the  outside  wrapper 
or  container,  if  any: 

(a)  The  batch  mark. 


(b)  The  name  and  quantity  of  each 
active  ingredient  contained  in  the  drug. 

(c)  An  expiration  date  that  is  12 
months  after  the  month  during  which 
the  batch  wlas  certified. 

(ii)  (bi  the  label  of  the  immediate 
container  or  other  labeling  attached  to 
or  within  the  package,  adequate  direc¬ 
tions  for  lay  use  of  the  drug. 

(3)  Requests  for  certification:  samples. 
In  addition  to  the  requirements  of  S  148.4 
of  this  chapter,  each  such  request  shall 
contain: 

(i)  Results  of  tests  and  assays  on: 

(a)  The  neomycin  sulfate  used  in 
making  the  batch  for  potency,  toxicity, 
moisture,  pH.  and  identity. 

(b)  The  gramicidin  used  in  making 
the  batch  for  potency,  toxicity,  moisture, 
residue  on  ignition,  melting  point,  iden¬ 
tity,  and  crystallinity. 

(c)  The  batch  for  neomycin  content 
and  gramicidin  content. 

(ii)  Samples  required: 

(a)  The  ne<nnycin  sulfate  used  in 
making  the  batch:  10  packages,  each 
containing  approximately  300  milli¬ 
grams. 

(b)  The  gramicidin  used  in  making 
the  batch:  10  packages,  each  containing 
approximately  500  milligrams. 

(c)  The  batch:  A  minimum  of  30 
troches. 

(d)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch:  Cine  package  of 
each  containing  approximately  5  grams. 

(4)  Fees.  $1.00  for  each  troche  in  the 
sample  submitted  in  accordance  with 
subparagraph  (3)  (ii)  (c)  of  this  para- 
grai^;  $4.00  for  each  package  in  the 
samples  submitted  in  accordance  with 
subparagraph  (3)  (ii)  (a),  (b),  and  id) 
of  this  paragraph. 

(b)  Tests  and  methods  of  assay,  po¬ 
tency — (1)  Neomycin  content.  Proceed 
as  directed  in  §  148i.l(b)  (!•)  except  pre¬ 
pare  the  sample  for  assay  as  follows: 
Place  a  representative  number  of  troches 
in  a  high-speed  glass  blender  and  add 
sufficient  O.IM  potassium  phosphate 
buffer,  pH  8.0,  to  give  a  stock  solution 
of  convenient  concentration.  Blend 
until  the  troches  are  completely  disinte¬ 
grated.  Make  proper  estimated  dilu¬ 
tions  with  9.1M  potassium  phosphate 
-  buffer,  pH  8.0,  to  the  prescribed  refer¬ 
ence  concentration.  Its  content  of  neo¬ 
mycin  is  satisfactory  if  it  is  not  less  than 
90  percent  and  not  more  than  125  per¬ 
cent  of  the  number  of  milligrams  of  neo¬ 
mycin  that  it  is  represented  to  contain. 

(2)  Gramicidin  content.  Proceed  as 
directed  in  §  148f. 1(b)(1)  of  this  chap¬ 
ter,  except  prepare  the  sample  for  assay 
as  follows:  Place  a  representative  num¬ 
ber  of  troches  in  an  Erlenmeyer  fiask  and 
add  50  milliliters  of  80  percent  ethyl 
alcohol.  Shake  until  the  entire  outer 
coating  of  the  troches  has  been  removed. 
Filter  the  solution  through  a  cotton  plug. 
Wash  the  contents  of  the  fiask  with  sev¬ 
eral  portions  of  80  percent  ethyl  alcohol 
and  pass  the  washings  through  the  cotton 
plug  filter.  Quantitatively  transfer  the 
combined  filtrate  to  a  lOO-milliliter  volu¬ 
metric  fiask  and  adjust  to  volume  with 
80  percent  ethyl  alcohol.  Make  proper 
estimated  diluticms  with  95  percent  ethyl 
alcohol  to  the  reference  concentration. 
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Its  contmt  ot  grsmkkUn  Is  satisfactory 
if  It  Is  not  less  than  90  percent  and  not 
more  than  195  perottit  d  the'  number  of 
milligrams  of  gramicidin  that  It  Is  repre¬ 
sented  to  contain. 

§  148LS8  Neomycin  milfate-gnuiiicidim- 
benaocjmie  trodies;  neomycin  enl- 
fate-gnunickUn*pr<^yl  p-aminoben- 
aoate  troches. 

(a)  Requirements  for  certification — 

(1)  Standards  of  identity,  strength,  qual¬ 
ity,  and  purity.  Neomycin  sulfate- 
gramlcldin-benzocalne  troches  or  neo¬ 
mycin  sulfate-gramlcidin-propyl  p-am- 
Inobenzoate  troches  are  troches  com¬ 
posed  of  neomycin  sulfate,  gramicidin, 
and  bensocaine  or  prenyl  p-aminoben- 
zoate,  with  or  without  one  or  more  suit¬ 
able  fillers,  lubricants,  colorings,  and 
flavorings.  Each  troche  contains  either: 

(1)  2.5  milligrams  of  neraaycin,  0.25 
milligram  of  gramicidin,  and  10  milli- 
grams  of  baizocaine;  or 

(11)  3.5  milligrams  of  neomycin,  0.25 
milligram  of  gramicidin,  and  2  milli¬ 
grams  of  prenyl  p-aminobenzoate. 

The  moisture  content  is  not  more  than 
3.0  percent.  Hie  neomycin  sulfate  used 
conforms  to  the  standards  prescribed  by 
§  148i.l(a)(l)(i),  (Iv),  (v),  (vl),  and 
(vil)..  The  gramicidin  used  conforms  to 
the  standards  prescribed  by  S  148f.l(a) 
(1)  of  this  chapter.  Each  other  sub¬ 
stance  used,  if  its  name  is  recognized  in 
the  UJSP.  or  Nf.,  conforms  to  the 
standards  prescribed  therefor  by  such 
official  OHnpendium. 

(2)  Lobbing.  Each  package  shall 
bear  on  its  labti  or  labeling,  as  herein¬ 
after  Indicated,  the  following: 

(i)  On  the  label  of  the  immediate 
container  and  on  the  outside  wrs^per  or 
container,  if  any: 

(a)  The  batch  mark. 

(b)  The  name  and  quantity  of  each 
active  ingredient  contained  in  the  drug. 

(c)  An  expiratkxi  date  that  is  12 
months  after  the  month  during  whic^ 
the  batch  was  certified. 

(ii)  On  the  label  of  the  immediate 
container  or  other  labeling  attached  to 
or  within  the  package,  adequate  direc¬ 
tions  for  lay  use  of  the  drug. 

(3)  Requests  for  certification;  sam¬ 
ples.  In  addition  to  the  requirements 
of  i  148.4  of  this  chapter,  each  such 
request  shall  contain : 

(i)  Results  of  tests  and  assays  on: 

(a)  The  neomycin  sulfate  used  In 
making  the  batch  for  potency,  toxicity, 
moisture.  pH.  and  identity. 

(b)  The  gramicidin  used  in  making 
the  batch  for  potency,  toxicity,  moisture, 
residue  on  ignition,  melting  point,  iden¬ 
tity,  and  crystallinity. 

(c)  The  batch  for  neomycin  content, 
gramicidin  content,  and  moisture. 

(ii)  Samples  required: 

(a)  The  neomycin  sulfate  used  in 
making  the  batch:  10  packages,  each 
containing  approximately  300  milli¬ 
grams. 

(b)  The  gramicidin  used  in  making 
the  batch:  10  packages,  each  containing 
approximately  500  milligrams. 

(c)  The  batch:  A  minimum  of  30 
troches. 

(d)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 


In  making  the  batch:  One  package  of 
eaA  containing  approoEtanatdy  6  grams. 

(4)  Fees.  $1.00  for  each  troche  In  the 
sample  submitted  in  acoordaoce  with 
8(d)paragn4;)h  (3)(iU(c)  of  this  para- 
griHidi;  $4.00  for  each  package  in  the 
samples  submitted  In  accordance  with 
subparagrai^  (3)  (ii)  (a) ,  (b) .  and  (d) 
od  this  paragraph. 

(b)  Tests  and  methods  of  assaif — (1) 
Potency — (i)  Neomycin  content.  Pro¬ 
ceed  as  directed  in  f  148i.l(b)  (1).  except 
prepare  the  sample  for  assay  as  follows: 
Place  a  reinosentative  number  of  troches 
in  a  high-speed  glass  blmder.  add  a 
quantity  of  O.IJK  potassium  phosphate 
buffer,  pH  8.0.  to  make  a  stock  solution 
of  convenient  concentiation  and  blaid 
until  troches  are  completely  disinte¬ 
grated.  Make  estimated  dilutions  to  the 
reference  concentration  with  O.Uf  po¬ 
tassium  phosphate  buffer.  pH  8.0.  The 
content  of  necxnycin  is  satisfactory  if  it 
is  not  less  than  90  percent  and  not  more 
than  125  percent  of  the  number  of  milli¬ 
grams  of  neomycin  that  it  is  represented 
to  contain. 

(ii)  Gramicidin  content.  Proceed  as 
directed  in  8  148f.l(b)  (1)  of  this  chap¬ 
ter,  except  prepare  the  sample  for  assay 
as  follows:  Place  a  representative  niun- 
ber  of  troches  in  an  Erlenmeyer  flask  and 
add  a  quantity  of  95  percent  ethyl  alco¬ 
hol  that  will  give  a  stock  solution  of 
convenient  concentration.  Stopper  the 
flask  and  ^ake  on  a  mechanical  shaker 
until  the  troches  are  completely  disinte¬ 
grated.  Make  proper  estimated  dilu¬ 
tions  to  the  reference  concentration  with 
95  percent  ethyl  alcohol.  The  content 
of  gramicidin  is  satisfactory  if  it  is  not 
less  than  90  percent  and  not  more  than 
125  percent  of  the  number  of  milligrams 
of  gramicidin  that  it  is  represented  to 
contain. 

(2)  Moisture.  Proceed  as  directed  in 
8  141a.5(a)  of  this  chapter. 

§  148i.40  NeoniTcin  sulfate  •polymyxin 
B  sulfate-methoxamine  hydrochlo¬ 
ride  nasal  solution. 

(a)  Requirements  for  certification — 
(1)  Standards  of  identity,  strength, 
quality,  and  purity.  Necxnycin  sulfate- 
pol3^myxin  B  sulfate-methoxamine' hy¬ 
drochloride  nasal  solution  is  a  solution 
containing,  in  each  milliliter,  3.5  milli¬ 
grams  of  neomycin.  5.000  imits  of  poly¬ 
myxin  B,  5  milligrams  of  methoxamine 
hydrochloride,  and  one  or  more  suitable 
buffers  and  preservatives.  Its  pH  is  not 
less  than  4.2  and  not  more  than  7.0. 
The  ne<xnycln  sulfate  used  conforms  to 
the  standards  prescribed  by  8  148i.l(a) 
(1)  (i),  (iv),  (vi),  and  (vii).  The  poly¬ 
myxin  B  sulfate  used  conforms  to  the 
standards  prescribed  by  8  148p.l(a)  (1) 
(i),  (iv),  (Vi),  (vil),  and  (lx)  of  this 
chapter.  Each  other  substance  used,  if 
its  name  is  recognized  in  tide  U.SP.  or 
NP.,  conforms  to  the  standards  pre¬ 
scribed  therefor  by  such  official  com¬ 
pendium. 

(2)  Labeling.  It  shall  be  labeled  In 
accordance  with  Ihe  requirements  of 
8  148.3  of  this  chapter.  Its  expiration 
date  is  12  months. 

(3)  Requests  for  certification;  sam¬ 
ples.  In  addition  to  the  requirements  of 
8  148.4  of  this  chapter,  each  such  request 
shall  contain: 


U)  Results  of  teats  and  aasay  on: 

<g>  The  neomycin  sulfate  used  in 
making  the  batch  for  potent,  toxicity, 
pH.  and  Identity. 

(b)  The  peridrmycin  B  sulfate  used  in 
making  the  batch  for  potency  toxicity, 
pH.  residue  <m  ignition,  and  Identity. 

(e)  The  batch  for  neomycin  content, 
pohrmyxin  content,  and  pH. 

(ii)  Samples  required: 

(a)  The  neomydn  sulfate  used  in 
making  the  batch:  .10  paddies,  each 
containing  approximately  300  milli¬ 
grams. 

(b)  The  polymyxin  B  sulfate  used  in 
making  the  batch:  10  packages,  each 
containing  approximately  300  milli¬ 
grams. 

(c)  The  batch:  A  minimum  of  six  im¬ 
mediate  (xmtainers. 

id)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch:  One  padutge  of 
each  cmitaining  approximatdy  5  grams. 

(4)  Fees.  $5.00  for  each  immediate 
container  in  the  samjde  submitted  in 
accordance  with  subparagraph  (3)(ii) 

(c)  of  this  paragraph;  $4.00  for  each 
padcage  in  the  8anu;>le8  submitted  in 
accordance  with  subparagraph  (3)  (ID 
(a),  (b),  and  id)  of  this  paragraph. 

(b)  Tests  and  methods  of  assay— (1) 
Potency — (1)  Neomycin  content.  Pro¬ 
ceed  as  directed  in  8  1481.7  (b)  (1).  Its 
content  ot  neomycin  is  satisfactory  if  it 
contains  not  less  than  90  percent  and 
not  more  than  125  percent  of  the  num¬ 
ber  of  milligrams  oi  neomycin  that  it  is 
represented  to  contain. 

(ii)  Polymyxin  content.  Remove  an 
accurately  measured  representative  por¬ 
tion  with  a  suitable  syringe  and  dilute 
to  a  convenient  concentration  with  10 
percent  potassium  i^oqjhate  buffer,  pH 
6.0.  Further  dilute  to  a  concentration 
of  10  units  of  polsrmyxin  per  milliliter 
with  10  peremt  potassium  phosphate 
buffer,  pH  6.0.  Proceed  as  directed  in 
8  148p.l  (b)(1)  of  this  chapter,  except: 

(a)  Add  to  each  concentration  of  the 
pohrmyxin  standard  curve  a  quantity  of 
neomycin  to  yield  the  same  concentra¬ 
tion  of  neomycin  as  that  present  when 
the  sample  is  diluted  to  contain  10  units 
of  polyinsrxin  per  milliliter. 

(b)  If  the  dosage  form  contains 
thimerosal  as  a  preservative,  adjust  the 
agar  for  the  seed  layer  by  adding  300 
milligrams  ot  thioglycolic  acid  per  liter. 

Its  content  of  poljmojrxin  is  satisfactory 
if  it  contains  not  less  than  90  percent 
and  not  more  than  125  percent  of  the 
number  of  units  of  polyms^n  that  it  is 
represented  to  contain. 

(2)  pH.  Proceed  as  directed  in 
8  141a.5(b)  of  this  chapter,  using  the 
undiluted  sample. 

§  1481.41  Neoanycin  sulfate-polymyxin 
B  solfate-phenyleplinne  hydrochlo- 
rMte-thrayldiauiine  hydrochloride  na* 
sal  sfdution. 

(a)  Requirements  for  certification— 
(1)  Standards  of  identity,  strength, 
quality,  and  purity.  Neomycin  sulfate- 
polymy^  B  sulfate-phoiylephrine  hy- 
drochloiide-thenyldiamine  hydrochlor¬ 
ide  nasal  solution  is  a  sedution  contain¬ 
ing,  in  each  milliliter,  0.6  milligram  of 
neomycin,  3,000  units  of  polymyxin  B, 
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5  milligrams  of  phenylephrine  hydro¬ 
chloride.  0.5  milligram  oi  thenyldiamine 
hydrochloride;  and  one  or  more  suitable 
buffars  and  preservatives.  Its  pH  is  not 
less  than  AJ2  and  not  more  than  7.0. 
The  neomycin  sulfate  used  conforms  to 
the  standards  prescribed  by  S  148i.l(a) 

(1)  (i),  (iv),  (Vi),  and  (vli).  The  poly¬ 
myxin  B  sulfate  used  conforms  to  the 
standards  prescribed  by  fi  148p.l(a)  (1) 
(i) ,  (iv) ,  (Vi) ,  (vii) .  and  (ix)  of  this 
chapter.  Each  otha:  substance  used,  if 
its  name  is  recognized  in  the  UBP.  or 
N.F..  conforms  to  the  standards  pre¬ 
scribed  therefor  by  such  official  compen¬ 
dium. 

(2)  Labeling.  It  shall  be  labeled  in 
accordance  with  the  requirements  of 
S  148.3  of  this  chapter.  Its  expiration 
date  is  12  months. 

(3)  Requests  lor  certification;  samples. 
In  addlti<xi  to  the  requirements  of  9  148.4 
(tf  this  chapter,  each  such  request  shall 
contain: 

(i)  Results  of  tests  and  assays  on: 

(a)  The  neomsrein  sulfate  used  in 
makii^  the  batch  for  potency,  toxicity, 
pH.  and  idaitity. 

(b)  The  pohrmyxin  B  sulfate  used  in 
making  the  batch  for  potency,  toxicity, 
pH,  residue  on  ignition,  and  identity. 

(c)  The  batch  for  neomycin  content, 
polymyxin  content,  and  pH. 

(ii)  Samples  required: 

(a)  The  neomycin  sulfate  used  in 
making  the  batch:  10  packages,  each 
containing  a]n>roximately  300  milli¬ 
grams. 

(b)  The  polymyxin  B  sulfate  used  in 
making  the  batch:  10  padcages,  each 
containing  8q?proximatdy  300  milli¬ 
grams. 

(C)  The  batch:  A  minimum  of  6 
immediate  containers. 

(d)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  thft  batch:  Chie  package  of 
each  containing  aiHProximately  5  grams. 

(4)  Fees.  $5.00  for  each  immediate 
container  in  the  sample  sukunitted  in 
accordance  with  subparagraph  (3)  (ii)  (c) 
of  this  paragraph;  $4.00  for  each  pack¬ 
age  in  the  samples  submitted  in  accord- 
igice  with  subparagraph  (3)  (11)  (a) ,  and 
(b) .  and  (d)  of  this  paragraph. 

(b)  Tests  and  methods  of  assay — (1) 
Potency — (1)  Neomycin  content.  Pro¬ 
ceed  as  directed  in  9  1481.7(b)  (1). 

Its  content  at  neomycin  is  satisfactory 
if  it  contains  not  less  go  percent 
and  not  more  than  125  percent  of  the 
number  of  milligrams  of  neomycin  that 
it  is  represented  to  contain. 

(ii)  Polymyxin  content.  Ronove  an 
accurately  measured  representative  por¬ 
tion  with  a  suitable  83rringe  and  dilute  to 
a  convenient  concentration  with  10  per¬ 
cent  potassium  phosphate  buffer,  pH  6.0. 
^^urther  dilute  to  a  concentration  at  10 
units  of  polymyxin  per  mUffilter  with  10 
percent  potassium  phosphate  buffer,  pH 
6  Proceed  as  direct^  in  9  148p.l(b) 

(1)  of  this  chi^^ter.  except:* 

(a)  Add  to  eadi  concentration  of  the 
polymyxin  standard  curve  a  quantity  of 
Pc<xnycin  to  yield  the  same  concentra- 
tion  of  necHuydn  as  that  presmt  when 
samide  is  diluted  to  contain  10  units 
w  polymyxin  per  mlUfflter. 
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(b)  If  the  dosage  form  contains  thi- 
merosal  as  a-presentaUve,  adjust  the  agar 
for  the  seed  layer  ha  adding  300  milli¬ 
grams  of  thkigyteiie  add  per  liter. 

Its  content  of  ^61ym3rxin  is  satisfac¬ 
tory  if  it  contains  not  less  than  90  per¬ 
cent  and  not  more  than  125  percent  of 
the  number  (ff  units  of  pdymyxin  that 
it  is  represented  to  contain. 

(2)  pH.  Proceed  $s  directed  in 
9  141a.5(b)  of  this  chapt^,  using  the 
undiluted  samide. 

§  148i.42  Neomycin  suHate-gramicidin- 
phenylephrine  hydrochloride  nasal 
solution. 

(a)  Requirements  for  certification — 
(1)  Standards  of  identity,  strength,  qual¬ 
ity,  and  purity.  Neomycin  sulfate- 
gramicidin-phenylephrine  hydrochloride 
nasal  solution  is  a  solution  containing, 
in  each  milliliter,  either  0.8  milligram  of 
neomycin;  0.05  n^illigram  of  gramicidin, 
and  2.5  milligrams  of  phenylephrine  hy¬ 
drochloride,  or  0.66  milligram  of  nemny- 
cin.  0.05  milligram  of  gramicidin,  and 
5.0  milligrams  of  phenylephrine  hydro¬ 
chloride.  It  may  also  contain  one  or 
more  suitable  preservatives,  solv«ats,  sur¬ 
factants,  and  buffers.  Its  pH  is  not  less 
than  4.5  and  not  more  than  7.0.  The 
neomycin  sulfate  used  conforms  to  the 
standards  prescribed  by  9  148i.l<a)  (1) 
(i) ,  (iv) ,  (vl) ,  axul  (vii) .  The  gramicidin 
us^  conforms  to  the  standards  pre¬ 
scribe^  by  9  148f. 1(a)(1)  (i),  (ii),  (iv), 
(v),  wd  (vl)  ot  this  chapter.  Each 
other  substance  used,  if  its  name  is  rec¬ 
ognized  in  the  UBf .  or  NJ*.,  conforms 
to  the  standards  prescribed  therefor  by 
such  official  compendium. 

(2)  Labeling.  Each  package  shall 
bear  on  its  label  or  labeling,  as  herein¬ 
after  indicated,  the  following: 

(i>  On  the  label  of  the  immediate  con¬ 
tainer  and  on  the  outside  wrapper  or 
container,  if  any: 

(a)  The  batch  mark. 

(b)  The  name  and  quantity  of  each 
active  ingredient  contained  in  the  drug. 

(c)  An  exphration  date  that  is  12 
months  after  the  month  during  which 
the  batch  was  certified. 

(ii)  On  the  lab^  of  the  immediate 
container  or  other  labeling  attached  to 
or  within  the  package,  adequate  direc¬ 
tions  for  lay  use  of  the  drug. 

(3)  Requests  for  certification;  sam¬ 
ples.  In  addition  to  the  requirements  of 
9  148.4  of  this  chapto:,  each  such  request 
shall  contain: 

(i)  Results  of  tests  mid  assays  on: 

(a)  The  neomycin  sulfate  used  in 
making  the  batch  for  potency,  toxicity, 
pH,  and  identic. 

(b)  The  gramicidin  used  in  making 
the  batch  for  potency,  toxicity,  residue 
on  ignition,  mating  point,  identity,  and 
crystallinity. 

(c)  The  batch  for  neomycin  cemtent, 
gramicidin  content,  and  pH. 

(ii)  Samples  required: 

(a)  The  necxnycin  sulfate  used  in 
making  the  batch:  10  packages,  each 
containing  approximately  300  milli¬ 
grams. 

(b)  The  gramicidin  used  in  making 
the  batch:  10  packages,  each  containing 
approximately  500  milligrams. 
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(c)  The  batch:  A  minimum  of  six  im¬ 
mediate  c<mtainers. 

(d>  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch:  One  package  of 
ea^  containing  aK>roximateIy  5  grams. 

(4)  Fees.  $5.00  for  each  immediate  ‘ 
container  in  the  sample  submitted  in 
accordance  with  subparagrai^  (3)(ii) 

(c)  of  this  paragrsq:^;  $4.00  for  each 
package  in  the  samples  submitted  in  ac¬ 
cordance  with  subimragraph  (3)  (ii)  (a) , 
(b) ,  and  (d)  at  this  paragraph. 

(b)  Tests  and  methods  of  assay — (1) 
Potency — (i)  Neomycin  content.  Pro¬ 
ceed  as  directed  in  9  148i.20(b)  (l)(i). 
Its  content  of  neomycin  is  satisfactory 
if  it  is  not  less  than  90  percent  and  not 
more  than  125  percent  of  the  number 
of  milligrams  of  neomycin  that  it  Is  rep- 
presented  to  contain. 

(ii)  Gramicidin  content.  Proceed  as 
directed  in  9  148i.20(b)  (1)  (iii).  Its 
content  of  gramicidin  is  satisdactory  if 
it  contains  not  less  than  90  percent  and 
not  more  than  125  percent  of  the  number 
of  milligrams  of  gramicidin  that  it  is 
represented  to  contain. 

(2)  pH.  Proceed  as  directed  in 
9  141a.5(b)  of  this  chiq>ter,  using  the 
undiluted  sample. 

§  148i.43  Neomycin  sulfate-gramicidm- 
thonzylamine  hydrochloride-thonzo- 
nium  bromide-phenylephrine  hydro¬ 
chloride  nasal  solution. 

(a)  Requirements  for  certification — 
(1)  Standards  of  identity,  strength, 
quality,  and  purity.  Neomycin  sulfate- 
gramiddin-thonsylamine  hydrochloride- 
thonzonium  bromide-i^nyl^;dirine  hy¬ 
drochloride  nasal  s(^ution  is  a  solution 
containing,  in  each  milliliter,  0.66  milli¬ 
gram  of  neomycin,  0.05  milligram  of 
gramicidin,  10.0  milligrams  of  thonzyl- 
amine  hydrochloride,  0.05  milligram  of 
thonzonium  bromide,  2.5  milligrams  of 
phenylephrine  hydro^oride,  and  one  or 
more  suitable  preservatives,  solvents, 
surfactants,  and  buffers.  Its  pH  is  not 
less  than  4.5  and  not  more  than  7.0. 
The  neomycin  sulfate  used  conforms  to 
the  standards  prescribed  by  9  I48i.l(a) 
(1)  (i).  (iv),  (vi),and  (vii).  The  gram¬ 
icidin  used  conforms  to  the  standards 
of  9  148f.l (a)(1)  (D.  (ii),  (iv),  (v),  and 
(vi)  of  this  chapter.  E^h  other  sub¬ 
stance  used,  if  its  name  is  recognized  in 
the  n.S J*.  or  NJP..  conforms  to  the  stand¬ 
ards  prescribed  therefor  by  such  official 
compendium. 

(2)  Labeling.  Each  package  shall 
bear  on  its  label  or  labeling,  as  herein- 
aftei*  Indicated,  the  following: 

(i)  On  the  label  of  the  immediate  con¬ 
tainer  and  on  the  outside  wrapper  or 
container,  if  any: 

<a)  The  batch  mark. 

(b)  The  name  and  quantity  of  each 
active  ingredient  contained  in  the  drug. 

(c)  An  expiration  date  that  is  12 
months  after  the  month  during  which 
the  batch  was  certified. 

(ii)  On  the  label  of  the  immediate 
container  or  other  labeling  attached  to 
or  within  the  package,  adequate  direc¬ 
tions  for  lay  use  of  the  drug. 

(3)  Requests  for  certification;  sam¬ 
ples.  In  addithm  to  the  requirements  ot 
9  148.4  of  this  chapter,  each  such  re¬ 
quest  shall  contain: 
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(1)  ResulU  of  tests  and  assays  on; 

(a)  The  necnnycin  sulfate  used  in 
making  the  batch  for  potency,  toadcity. 
pH,  and  identity. 

(b)  The  gramicidin  used  in  making 
the  batch  for  potency,  tcndcity.  residue 
on  ignition,  melting  point,  identity,  and 
ciTstallinity. 

(c)  The  batch  for  necwiycin  content, 
gramicidin  content,  and  pH. 

(ii)  Samples  required: 

(a)  The  neomycin  sulfate  used  in 
making  the  batch:  10  packages,  each 
containing  aiwroximately  300  milli¬ 
grams. 

(b)  The  gramicidin  used  in  making 
the  batch:  10  packages,  each  ccmtaining 
appztndmat^  600  milligrams. 

(c)  The  batch:  A  minimum  of  sU 
immediate  containers. 

(d)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch:  One  package  of 
each  containing  iq>proximately  5  grams. 

(4)  Fees.  $5.00  for  each  immediate 
container  in  the  sample  submitted  in 
accordance  with  subparagraph  (3)  (ii) 
(c)  of  this  paragraph;  $4.00  for  each 
package  in  the  samples  submitted  in 
accordance  with  subparagriq;>h  (3)(ii) 

(a) ,  (b) ,  and  (d)  of  this  paragraph. 

(b)  Tests  and  methods  of  assay — (1) 
Potency — (i)  Neomycin  content.  Pro¬ 
ceed  as  directed  in  8  148i.20(b)  (1)  (i). 
Its  content  of  neomycin  is  satisfactOTy 
if  it  is  not  less  than  90  percent  and  not 
more  than  125  percent  of  the  number 
of  milligrams  of  neomycin  that  it  is 
represented  to  c<mtain. 

(ii)  Qramicidin  content.  Proceed  as 
directed  in  8  148i.20(b)  (1)  (ill) .  Its  con- 
toit  of  gramicidin  is  satisfactory  if  it 
contains  not  less  than  90  perc«it  and 
not  more  than  125  percent  of  the  num¬ 
ber  of  milligrams  of  gramicidin  that  it 
is  represented  to  contain. 

(2)  pH.  Proceed  as  directed  in 
8  141a.5(b)  of  this  chapter,  using  the 
undiluted  sample. 

§  148iii.2  Triacetyloleandomycui. 

(a)  Requirements  for  cerUflcatioh — 
(1)  Standards  of  identity,  strength, 
quality,  and  purity.  -  Triacetyloleando- 
mycin  is  the  triacetyl  ester  of  oleando¬ 
mycin  base  or  a  mixture  of  two  or  more 
such  esters.  It  is  a  white  crystalline 
powder.  It  is  so  purified  that: 

(i)  Its  potency  is  not  less  than  750 
micrograms  of  triacetyloleandomycin 
per  milligram. 

(ii)  It  passes  the  toxicity  test. 

(lii)  Its  moisture  content  is  not.more 
than  1.0  percent. 

(iv)  Its  pH  in  an  aqueous  alc(^l 
solution  containing  100  milligrams  of 
triacetyloleandomycin  per  milliliter  is 
not  less  than  7.0  and  not  more  than  ^.5. 

(V)  Its  residue  cm  ignition  is  not 
more  than  0.1  percent. 

(Vi)  It  gives  a  positive  identity  test  for 
oleandomycin. 

'  (vii)  Its  Rt  value  by  paper  chromato- 
griq>h  is  approximately  0.85.  If  more 
than  one  spot  appears  on  the  paper 
chromatogram,  determine  its  acetyl 
value,  which  is  not  less  than  15.3  per¬ 
cent  and  not  more  than  16.0  percent. 
(2)  Labeling.  It  shall  be  labded  in 


accordance  with  the  requirements  of 
8  148.3(b)  of  this  chapto:.  Its  exi^ra- 
tion  date  is  12  months.. 

(3)  Requests  for  certification:  samples. 
In  addition  to  the  requirements  of 
8  148.4  of  this  chapter,  each  such  re¬ 
quest  shall  contain: 

(i)  Results  of  tests  and  assays  on  the 
batch  for  potency,  toxicity,  moisture, 
pH,  residue  on  ig^tion,  identity,  Rt 
value,  acetyl  value  (only  if  more  than 
one  spot  is  i»esent  in  the  determinaticm 
of  Rt  value) ,  and  crystallinity. 

(ii)  Samples  of  the  batch:  10  pack¬ 

ages,  each  containing  approximately 
equal  portions  of  not  less  than  500 
milligrams.  * 

(4)  Fees.  $5.00  for  each  container  in 
the  sample  submitted  in  accordance 
with  subparagraph  (3)  (ii)  of  this  para- 
graidi. 

(b)  Tests  and  methods  of  assay — (1) 
Potency.  Use  any  one  of  the  following 
methods;  however,  the  results  obtained 
from  the  method  in  subdivision  (Ul) 
shall  be  conclusive. 

(1)  Chemical  method — (a)  Reagents 
and  equipment,  (i)  Methyl  orange  re¬ 
agent:  Shake  0.5M  boric  acid  solution 
for  12  hours  (to  Insure  saturation)  with 
an  excess  of  methyl  orange  indicator. 
An  alternative  method  is  to  heat  the 
mixture  to  about  50*  C.  and  shake  for 
about  an  hour.  Then  allow  to  cool. 
Filter  Ihe  saturated  dye  solution  and 
wash  three .  times  with  chloroform. 
Store  the  dye  solution  over  chloroform. 

(2)  Acid-alcohol  solution:  Add  2  mil¬ 
liliters  of  concentrated  sulfuric  acid  to 
98  milliliters  of  absolute  methyl  alcohol. 

(3)  Qlycerin:  Reagent  grade. 

(4)  Centrifuge  tubes:  40  milliliters, 
glass-stoppered. 

(b)  Procedure.  Prepare  a  standard 
solution  in  chl<M*oform  containing  50.0 
milligrams  of  oleandomycin  base  in  200 
milliliters.  Transfer  10.0  milliliters  of 
the  solution  to  a  100-milliliter  volumetric 
flask  and  dilute  to  volume  with  chloro¬ 
form.  Transfer  2.0, 4.0, 6.0,  and  8.0  milli¬ 
liters  of  this  solution  to  glass-stoppered 
centrifuge  tubes  (40-milliliter  size)  and 
dilute  to  a  total  volume  of  20.3  milliliters 
each  with  chloroform.  To  the  20  milli¬ 
liters  of  the  solution  present  in  each  40- 
milliliter  size  centrifuge  tube,  add  0.2 
milliliter  of  glacial  acetic  acid,  0.2  milli- 
Uter  of  glsrcerin,  and  0.4  milliliter  of 
methyl  orange  reagent.  Shake  for  5 
minutes  and  centrifuge  for  3  minutes. 
Immediately,  transfer  to  another  tube  a 
10.0-milliliter  aliquot  from  the  chloro¬ 
form  (lower)  layer.  Care  must  be  exer¬ 
cised  to  see  that  no  portion  of  the  dye- 
gl3rcerin  phase  is  included  with  the  chlo¬ 
roform  aliquot.  Add  1.0  milliliter  of 
acid-alcohol  solution  to  this  chloroform 
aliquot,  mix  well,  and  read  the  absorb¬ 
ancy  at  535  mu  using  a  1-centimeter  cell 
and  a  suitable  photometer  and  usifig 
chloroform,  similarly  treated,  as  a  blank. 
Prepare  a  standard  curve,  plotting  the 
absorbance  values  of  the  standard  solu¬ 
tion  against  the  concentration  expressed 
in  micrograms  of  oleandcnnycin  base  per 
aliquot.  Accurately  weigh  the  sample 
to  be  tested  to  give  50  milligrams  (esti¬ 
mated)  of  oleandomycin  base,  dissolve 
in  chloroform,  and  make  to  200  milli¬ 
liters  with  chloroform.  Transfer  10.0 


milliliters  to  a  100-milliliter  volumetric 
fiask  and  make  to  volume  with  chloro¬ 
form.  Transfer  5.0  milliliters  to  a  glass- 
st(H>pered  centrifuge  tube  and  proceed 
as  above.  Determine  the  potency  of  the 
sample  from  the  standard  curve. 

(ii)  Plate  bioaesay.  Proceed  as  di¬ 
rected  in  8  148m.l(b)  (1),  except: 

(a)  Add  2.0  milliliters  of  polysorbate 
80  to  each  100  milliliters  of  the  agar  used 
for  the  base  and  seed  layers. 

(b)  In  lieu  of  the  directions  in 
8  148m.l(b) (1) (ill),  dissolve  a  suitable 
weighed  quantity  of  the  triacetyloleando¬ 
mycin  working  standard  in  sufficient  80 
perc^t  isopropyl  alcohol-water  solution 
to  give  a  concentration  of  1,000  micro¬ 
grams  of  triacetyloleandomycin  per  mil¬ 
liliter.  Use  the  solution  the  day  that 
it  is  pr^>ared. 

(c)  In  lieu  of  the  directions  in 
8  148m.l(b) (1) (iv),  dissolve  the  sample 
in  sufficient  80  percent  is(H>ropyl  alcohol- 
water  solution  to  give  a  convenient  stock 
solution.  Further  dilute  in  0.2Af  potas¬ 
sium  phosphate  buffer,  pH  10.5,  to  give 
a  final  concentraticm  of  15  micrograms 
of  triacetyloleandomycin  per  milliliter 
(estimated). 

(d)  In  lieu  of  the  directions  in 
8  148m.l  (b)(1)  (vi),  xise  the  agar  de¬ 
scribed  in  subdivision  (a)  of  this  subdi¬ 
vision  for  both  layers.  Use  the  plates 
as  soon  after  seeding  as  practical.  If 
they  are  not  to  be  used  immediately 
after  seeding,  refrigerate  the  inoculated 
plates  until  ready  for  use. 

(e)  In  lieu  of  the  directions  for  pre¬ 
paring  the  standard  curve  in  §  148m.l 
(b) (1) (vii),  prepare  the  standard  curve 
by  diluting  the  stock  triacetyloleando¬ 
mycin  standard  solution  in  0.2Ar  potas¬ 
sium  phosphate  buffer,  pH  10.5,  to  give 
concentrations  of  9.6^  12.0,  15.0, 18.8,  and 
23.4  micrograms  of  tilacetyloleandomy- 
dn  per  milliliter.  The  15.0  micro¬ 
grams  per  milliliter  concentration  is  the 
reference  concentration. 

(/)  In  lieu  of  the  directions  in 
8  148m.l(b)  (1)  (viii) ,  incubate  the  plates 
at  37*  C.  overnight.  The  ccmcentration 
of  the  sample  and  standard  being  tested 
is  15.0  micrograms  of  triacetyloleando¬ 
mycin  p^  milliliter. 

(iii)  Turbidimetric  bioassay — (a)  Cul¬ 
ture  media.  Use  ingredients  that  con¬ 
form  to  the  standards  prescribed  by  the 
UJ3.P.  or  NJ.,  if  any. 

({)  Make  nutrient  agar  for  carrying 
the  test  organism  as  follows: 


Peptone _ - _  6.0  gm 

Pancreatic  digest  of  casein -  4.0  gra 

Teast  extract _  1-5  gm 

Beef  extract .  1.5  gm 

Dextrose _ 1.0  gm 

Agar  15.0  gm 

Distilled  wator,  q.s _  1,000.0  ml. 


pH  8A-6.6  after  sterilization. 

(2)  Make  nutrient  broth  for  preparing 
an  inoculum  of  the  test  organism  as  fol¬ 
lows: 


Peptone .  5.0  gm. 

Yeast  extract _  1.5  gm. 

Beef  extract- .  1-5  gm. 

Sodium  chloride- .  3.5  gm. 

Dextrose  — _ _ _ 

Dipotassium  phosphate - 3.68  gm. 

Potassium  phosphate _ 1.32  gm. 

Distilled  water,  qs _  1,000.0  ml. 


pH  7.0  after  sterilisation. 


Saturday,  October  17,  1964 


14387 


In  lieu  of  preiMudns  the  media  from  the 
individual  ingredients  specified  in  this 
subdivision,  they  may  be  made  from  a 
dehydrated  mixture  which,  when  recon¬ 
stituted  with  distilled  water,  has  the 
same  ccxnposltion  as  such  media.  Minor 
modifications  of  the  individual  ingre¬ 
dients  specified  in  this  subdivision  are 
permissible,  if  the  resulting  media  possess 
growth-promoting  properties  at  least 
equal  to  the  media  described. 

(b)  Preparation  of  the  inoculated 
broth.  The  test  organism  in  Klebsiella 
pneumoniae  (A.T.C.C.  10031),  noncap- 
stdated,  which  is  maintained  on  slants 
of  nutrient  agar  prepared  as  described 
in  sid>division  (a)  (i)  of  Ihis  subdivision. 
Transfer  stock  culture  of  the  test  orga¬ 
nism  every  week  to  fresh  nutrient  agar 
slants  and  incubate  overnight  at  37*  C. 
Suspend  the  growth  from  a  freshly  in¬ 
cubated  slant  in  stmiUzed  n.SJ*.  saline 
T.S.,  and  inoculate  a  large  nutrient  agar 
surface  such  as  that  provided  by  a  Roux 
bottle  containing  300  milliliters  of  the 
nutrient  agar.  Spread  the  suspension 
of  organism  evenly  over  the  entire  nutri¬ 
ent  agar  surface,  and  incubate  overnight 
st  37*  C.  Harvest  ^e  growth  from  the 
surface,  using  50  milliliters  of  sterilized 
USP.  saline  TH.  per  Roux  bottle. 
Adjust  the  volume  of  the  suspension  so 
that  a  1  -f  24  dilution  will  give  25  per¬ 
cent  light  transmission  when  measured 
with  a  suitable  photoelectric  colorimeter 
having  a  580  m/t  filter  and  a  13-milli- 
meter  test  tube  as  an  absorption  cell. 
The  resulting  suspension  may  be  used 
for  1  week  when  stored  imder  refrigera¬ 
tion.  Prepare  the  daily  inoculated 
txoth  by  adding  0.2  milliliter  of  the 
adjusted  suspension  to  each  100  milli- 
lit^  of  nutrient  broth  prepared  as 
described  in  subdivision  (a)  (2)  of  this 
subdivision. 

(c)  Working  standard.  Prepare  the 
daily  standard  curve  by  diluting  the 
stock  triacetyloleandomycin  working 
standard  solution  prepared  as  described 
in  subdivision  (ii)  (b)  of  this  subpara- 
gnqph  with  1  percent  potassium  phos¬ 
phate  buffer,  pH  6.0,  to  the  following 
final  concentrations;  15.0,  19.5,  25.0, 
32.0,  and  41.2  micrograms  of  triacet^l- 
oleandomycin  per  milliliter.  The  25.0 
micrograms  per  milliliter  ccmcentration 
is  the  reference  concentration.  Add  1 
millUiter  of  each  final  concentration  to 
each  of  three  tubes  having  an  outside 
dimension  of  16  millimeters  by  125 
millimeters. 

(d)  Preparation  of  sample.  Dissolve 
the  sample  under  test  with  an  80  percent 
Isopropyl  alcohol-water  mixture  to  pre¬ 
pare  a  convenient  stock  solution.  Fur¬ 
ther  dilute  the  stock  solution  In  1  per¬ 
cent  potassium  phosphate  buffer,  pH  6.0, 
to  the  reference  concentration  of  25 
micrograms  of  triacetyloleandomycin 
per  milliliter  (estimated) .  Add  1  mllli- 
fiter  of  the  sample  reference  concentra¬ 
tion  solution  to  each  of  three  tubes  hav- 
ing  an  outside  dimension  of  16  milli¬ 
meters  by  125  millimeters. 

(e)  Procedure.  Add  9  milliliters  of 
the  inoculated  broth  luepared  as  de- 
•cribed  in  subdivision  (b)  of  this  sub- 
mvision  to  each  of  the  tubes  containing 
the  sample  and  standard  solutions,  and 
“^mediately  incubate  In  a  87*  C.  water 
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bath  for  3^  hours.  After  Incubation, 
remove  all  tubes  and  add  0.5  milliliter  of 
12  percent  formaldehyde  to  each  tube. 
Using  a  suitable  idiotoelectrlc  colorim¬ 
eter  at  the  wavelength  of  530  mu|  set  the 
Instrument  at  zero  absorption  with  clear, 
uninoculated  broth  prepared  as  described 
In  subdivision  (a)  (2)  of  this  subdivision. 
Determine  the  absorption  value  for  each 
sample  and  standard  tube. 

(/)  Estimation  of  potency.  Plot  the 
average  absorption  values  for  each  final 
concentration  of  the  stantUird  on  semi- 
logarithmic  paper  with  absorption  on  the 
arithmetic  scale  and  concentrations  on 
the  logarithmic  scale.  Construct  the 
straight  line  of  best  fit  through  the 
points,  either  by  inspection  or  by  means 
of  the  following  equations: 

3c+2b+c— e 
6  ’ 

'  3e+2d+c— a 

H= - - - , 

where: 

L  =  Calculated  absorption  value  for  the 
lowest  concentration  of  the  standard 
curve; 

H= Calculated  absorption  value  for  the 
,  highest  concentration  of  the  stand¬ 
ard  curve; 

a,  h,  e,  d,  e=Average  absorption  value  for 
the  15.0,  19 A,  25n,  32.0,  and  41.2 
mlcrognuns  per  mlllilitw  concentra¬ 
tions  of  the  standard  curve,  respec¬ 
tively. 

Plot  values  obtained  for  L  and  H  and 
connect  with  a  straight  line.  Average 
the  absorpticn.  values  for  the  sample  and 
determine  the  average  concentration  of 
the  sanmle  solutions  from  the  standard 
curve.  Multiply  the  concentration  by 
the  appropriate  dilution  factor  to  deter¬ 
mine  the  triacetyloleandomycin  content 
of  the  sample. 

(2)  Toxicity.  Proceed  as  directed  in 
9  141d.305(b)  of  this  chapter,  except  ad¬ 
minister  a  test  dose  of  0.5  milliliter  of  a 
suspension  containing  200  milligrams  of 
triacetyloleandomycin  per  milliliter  In 
U.S.P.  saline  T.S. 

(3)  Moisture.  Proceed  as  directed  in 
§  141a.5(a)  of  this  chapter. 

(4)  pH.  Proceed  as  directed  in 
9  141a.5<b)  of  this  chapter  using  a  satu¬ 
rated  solution  prepared  by  adding  100 
milligrams  of  trla^tyloleandomycin  per 
milliliter  of  water-ethyl  alcohol  (1:1) 
diluent. 

(5)  Residue  on  ignition.  Proceed  as 
directed  in  9  141e.401(g)  of  this  chapter. 

(6)  Identity.  Dissolve  about  10  milli¬ 
grams  In  5  milliliters  of  hydrochloric 
acid  and  heat  the  solutimi  in  a  boiling 
water  bath;  a  greenish  yellow  color  is 
produced. 

(7)  Rt  polue.— (D  Apparatus  and  re¬ 
agents  (a)  Chromatogrm>hle  chamber 
(cylinder  glass-stoppered  museum  jar 
11.5  inches  x  3.5  Inches) . 

(b)  Chromatographic  paper  (8  inches 
X  8  inches  Whatman  No.  1). 

(c)  O.IN  hydroddoiic  a<M. 

(d)  Res<^v^  solvent:  Butyl  acetate, 
benzme,  nitromettmue,  pyridine  (5: 5 : 5 : 1 
by  volu^), 

(«)  Spray  reagent:  15  grams  antimony 
trichloride  per  100  miUllters  of  ^oro- 
form. 

(ii)  Procedure.  Dissolve  the  sample 
in  chloroform  to  give  a  solution  con¬ 


taining  10  milligrams  to  20  milligrams 
of  oleandomycin  base  equivalent  per 
minfllter.  Prepare  a  sheet  of  chitxna- 
tognqihic  paper  by  drawing  a  line  of 
origin  paraDel  to  and  1  inch  from  the 
edge  of  the  piqier.  Wet  the  paper 
thorou^ily  with  the  O.IN  hydrochloric 
acid  and  blot  it  firmly  between  sheets 
of  absorbent  paper.  Starting  2  inches 
in  from  the  edge  and  at  1-inch  intervals, 
apply  3  microliters  to  5  microliters  of 
the  sample  solutions  to  the  starting  line. 
Allow''^  few  minutes  for  the  paper  to 
dry  partially.  While  the  paper  is  still 
damp,  form  a  cylinder  by  bringing  the 
outer  edges  together,  allowing  about  1- 
tneh  overlap,  and  secure  with  a  paper 
clip.  Stand  the  paper  in  the  chroma- 
tograi^c  chamber,  whi(di  has  been  filled 
to  a  depth  of  ^  inch  with  the  resolving 
solvent.  After  the  solvent  front  rises  to 
a  height  of  4  inches  to  5  inches  above 
the  origin,  remove  the  paper  from  the 
tank  and  hang  it  up  to  air  dry.  Spray 
the  dried  piq?er  with  the  antimony  tri¬ 
chloride  reagent.  Hang  the  paper  in  a 
100°C.  oven  for  3  minutes.  A  purple 
spot  becomes  visible  for  triacetylolean¬ 
domycin  at  an  Rt  value  of  about  0.85. 
The  approximate  R/  yala/Bs  for  diacetylo- 
leandomycin,  monoaceiyloleapdomycin, 
and  oleandomycin  are,  r^pectively,  0.72, 
0.27,  and  0.13. 

(8)  Acetyl  determination — (i)  Appa¬ 
ratus  and  reagents,  (a)  One  3-necked 
P3n:ex  flask  of  aiq?roximat^  45  milli¬ 
liters  capacity,  pear-shaped  with  T- 
joints,  agar  inlet  tube,  glass-stoppered 
funnel,  glass  condenser,  and  bubble 
counter. 

(b)  50-milliliter  Pyrex  Erlenmeyer 
flask. 

(c)  lO-mlUUlter  buret,  calibrated  to 
0.02  milliliter. 

(d)  Anhydrous  methid  alcoh(^,  rea¬ 
gent  grade. 

(e)  2N  sodium  hydroxide  solution. 

ify  Sulfuric  acid  solution  prepared  by 
adding  100  milliliters  of  concentrated 
H2SO4  to  200  milliliters  of  water. 

(fir)  IN  barium  chloride  solution. 

(A)  Phenoh>hthalein  solution  (1  per¬ 
cent  in  ethyl  alcohol) . 

(i)  Water-pumped  nitrogen. 

(j)  NaOH  solution,  O.OISN. 

(li)  Procedure.  Weigh  accurately 
(to  0.01  milligram)  iq^proxlmately  30 
milligrams  of  the  sample  into  the  three¬ 
necked  acetyl  flask.  Add  2.0  milliliters 
of  methyl  alcohol  to  dissolve  the  sample, 
then  add  slowly  with  gentle  swirling.  1.0 
milliliter  of  NaOH  solution.  Connect 
the  gas  inlet  tube  with  bubble  counter 
attached,  and  adjust  nitrogen  flow  to 
about  two  bubbles  a  second.  Put  glass- 
stoppered  fiumel  In  centemeck  of  acetyl 
flask,  and  put  about  5  miUiliters  of  HiO 
in  the  funnel.  Add  a  boiling  chip  to  the 
st^ution  and  attach  cemdenser  in  the 
refluxing  position  with  water  cooling. 
Adjust  burner  flame  under  acetyl  flask 
to  reflux  solution  gently.  Reflux  for  30 
minutes.  Cool  assembly  slightly,  then 
rinse  down  condenser  (still  in  reflux  po¬ 
sition)  with  a  few  milliliters  of  HiO. 
Reassemble  condcanser  to  the  distillation 
position  and  add  water  through  the  fun¬ 
nel  to  make  a  total  of  approximately  5 
milliliters  of  HiO  added  to  acetyl  flask. 
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Adjust  burner  flame  so  that  about  5  mllll- 
liters  of  H4O  and  methyl  alcohol  Is  dis¬ 
tilled  over  in  approximately  10  minutes. 
Discard  this  distillate.  Cool  acetyl  flask 
slightly.  Acidify  solution  in  flask  by 
adding  1  milliliter  of  the  sulfuric  acid 
solution  through  the  fuhheL  Adjust 
burner  flame  and  distill  over  approxi¬ 
mately  20  milliliters  of  distillate  into  an 
Erlenmeyer  fl«*k  in  about  20  minutes, 
adding  water  through  the  funnel  as 
necessary.  It  is  important  to  keep  the 
liquid  volume  in  the  acetyl  flask  aroimd 
2  milliliters  to  3  milliliters  in  order  to 
obtain  a  quantitative  recovery  of  the 
acetic  acid.  Collect  a  second  fraction  of 
distillate,  about  10  milliliters  in  voliime. 
As  the  second  fraction  is  distilling,  proc¬ 
ess  the  flrst  fraction.  Heat  the  flrst  frac- 
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tion  and  boil  gently  about  20  seconds. 
Add  a  few  dr(H>s  of  BaCls  solution  to 
check  if  any  sulfate  was  distilled  over. 
If  the  pilfate  is  present,  discard  and  re¬ 
peat  tne  whole  determination.  If  the 
sulfate  is  absent,  immediately  titrate  the 
solution  with  the  O.OISAT  NaOH  solution 
to  a  faint-pink  endpoint,  using  one  drop 
of  phenolphthalein  solution  as  the  indi¬ 
cator.  Repeat  the  above  procediire  with 
the  second  fraction.  If  the  second  frac¬ 
tion  requires  less  than  0.10  milliliter  of 
the  O.OlSiV  NaOH  solution  and  all  the 
acetic  acid  has  been  distilled  over,  the  de¬ 
termination  Is  completed.  If  greater 
than  this,  collect  a  third  fraction  of  ap¬ 
proximately  10  milliliters  and  titrate  this 
as  before.  Total  volumes  of  NaOH  used 
and  calculate  results  as  follows: 


icmuiten  of  NaOH  XNNaOHX  0.048  X 100 
Weight  sample  In  grains 


= Percent  acetyl. 


(9)  Crystallinity.  Proceed  as  directed 
in  i  141a.5(c)  of  this  chapter. 

§  148m. 4  Triacetyloleandomycin  cap¬ 
sules;  triacetyloleaiKlomycin- - 

capsules  (the  blank  being  filled  in 
with  the  established  names  of  the 
other  active  ingredients  present  in  ac¬ 
cordance  with  paragraph  (a)(1)  of 
this  section). 

(a)  Requirements  for  cerUfication — 
(1)  Standards  of  identity,  strength,  qual¬ 
ity,  and  purity.  Triace^loleandomycin 
capsules  are  capsules  composed  of  tri- 
acetylcdeandomycin  and  one  or  more^ 
suitable  buffers,  diluents,  binders,  lubri¬ 
cants,  and  colorings.  capsiile  con¬ 

tains  125  milligrams  or  250  milligrams 
of  triacetyloleandomycin.  The  follow¬ 
ing  other  drugs  may  be  combined  with 
triacetyloleandomycin,  in  the  indicated 
amounts,  per  capsule:  121  milligrams 

_  of  triacetyloleand(unycin, 

120  milligrams  of  aceUvhenetidin,  30 
milligrams  of  caffei^,  and  150  millignuns 
of  bflclizine  hydroc^ride. 

The  moisture  content  is  not  more  than 
5.0  percent.  The  triacetyloleandomycin 
used  conforms  to  the  standards  pre¬ 
scribed  by  i  148m.2(a)  (1).  Each  other 
substance  used,  if  its  name  is  recognized 
in  the  n.8P.  or  NJ*.,  conforms  to  the 
standards  prescribed  therefor  by  such 
official  compendium. 

(2)  Labeling.  It  shall  be  labeled  in 
accordance  with  the  requirements  of 
§  148.3  of  this  chapter.  Its  expiration 
date  is  12  months. 

(3)  Request  for  certification;  sam¬ 
ples.  In  addition  to  the  requirements  of 
1 148.4  of  this  chapter,  each  such  request 
shall  contain: 

(i)  Results  of  tests  and  assays  on: 

(a)  The  triacetyloleandomycin  used 
in  making  the  batch  for  potency,  toxicity, 
pH,  residue  on  ignition,  identity,  Rt 
value,  acetyl  value  (only  if  more  than 
one  spot  is  present  in  the  determination 
of  Rt  value) ,  and  crystallinity. 

(b)  The  batch  for  potency  and  mois- 
tiire. 

(ii)  Simples  required: 

(a)  Triacetirloleandomycin  used  in 
making  the  batch:  10  packages,  each 


containing  approximately  500  milli¬ 
grams. 

(b)  The  batch:  A  minimum  of  30 
capsules. 

(c)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
m  making  the  batch:  One  package  of 
each  containing  approximately  5  grams. 

(4)  Fees.  $0.75  for  each  capsule  in 
the  sanu>le  submitted  in  accordance  with 
subparagraph  (3)(il)(b)  of  this  para¬ 
graph;  $4.00  for  each  immediate  con¬ 
tainer  submitted  in  accordance  with 
subparagraph  (3)  (ii)  (c)  of  this  para¬ 
graph;  $5.00  for  each  immediate  con¬ 
tainer  submitted  in  accordance  with 
subparagraph  (3)(il)(a)  of  this  para¬ 
graph. 

(b)  Tests  and  methods  of  assay — (1) 
Potency.  Proceed  as  directed  in  S  148m.2 
(b)(1)  (ii)  or  (iii),  except  prepare  the 
sample  as  follows:  Place  a  representative 
number  of  capsules  in  a  glass  blending 
jar  and  add,500  milliliters  of  80  percent 
isopropyl  alcohol.  Blend  for  3  minutes 
with  a  high-speed  blender;  remove  an 
aliquot  and  make  the  proper  estimated 
dilutions  to  the  prescribed  reference  con¬ 
centration  in  C.2M  potassium  phosphate 
buffer,  pH  10.5,  if  the  plate  assay  method 
is  used,  or  in  1  percent  potassium  phos¬ 
phate  buffer,  pH  6.0,  if  the  turbidlmetric 
assay  is  used.  Its  triacetyloleandomycin 
content  is  satisfactory  if  it  contains  not 
less  than  90  percent  nor  more  than  120 
percent  of  the  number  of  milligrams  of 
triacetyloleandomycin  that  it  is  repre¬ 
sented  to  cmitain. 

(2)  Moisture.  Proceed  as  directed  in 
S  141a.5(a)  of  this  chapter. 

§  148iii.5  Triacetyloleandomycin  -  sulfa  - 
diaaine  -  sulfameranne  -  sulfametha- 
aine  tablets. 

(a)  Requirements  for  certification — 

(1)  Standards  of  identity,  strength, 
quality,  and  purity.  Triacetylbleando- 
mycin-sulfadlazlne-sulfamerazine-sulfa- 
methazine  tablets  are  tablets  composed 
of  triacetyloleandomycin,  sulfadiazine, 
sulfamerazine,  and  sulfamethazine,  with 
one  or  more  suitable  buffers,  diluents, 
binders,  lubricants,  colorings,  and  flavor¬ 
ings.  Each  tablet  contains  75  milligrams 


of  triacetyloleandomycin.  111  milligrams 
of  sulfadiazine.  111  milligrams  of  sulfa¬ 
merazine,  and  111  milligrams  of  sulfa¬ 
methazine.  The  moisture  content  is  not 
more  than  5  percent.  The  tablets  shall 
disintegrate  within  1  hour.  The  triace¬ 
tyloleandomycin  used  conforms  to  the 
standards  prescribed  by  S  148m.2(a)(l). 
Each  other  substance  used,  if  its  name 
is  recognized  in  the  UJ5  J.  or  NJ".,  con¬ 
forms  to  the  standards  prescribed  there¬ 
for  by  such  official  compendium. 

(2)  Labeling.  It  shall  be  labeled  in 
accordance  with  the  requirements  of 
§  148.3  of  this  chiq)ter.  Its  expiration 
date  is  12  months. 

(3)  Requests  for  certification;  samples. 
In  addition  to  the  requirements  of 
§  148.4  of  this  chapter,  each  such  request 
shall  contain: 

(i)  Results  of  tests  and  assays  on: 

(a)  The  triacetyloleandomycin  used  in 
making  the  batch  for  potency,  toxicity, 
pH,  residue  on  ignition,  identity,  Rt  value, 
acetyl  value  (only  if  more  than  one  spot 
is  present  in  the  determination  of  Rt 
value) ,  and  crystallinity. 

(b)  The  batch  for  potency,  moisture, 
and  disintegration  time. 

(ii)  Samples  required: 

(a)  Triacetyloleandomycin  used  in 
making  the  batch:  10  packages  each  con¬ 
taining  approximately  500  milligrams. 

(b)  The  batch: 

(1)  For  all  tests  except  disintegration 
time:  A  minimum  of  30  tablets. 

(2)  For  disintegration  time:  Six 
tablets. 

(c)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch:  One  package  of 
each  containing  approximately  5  grams. 

(4)  Fees.  $0.75  for  each  tablet  in  the 
sample  submitted  in  accordance  with 
subparagraph  (3)  (ii)  (b)  (i)  of  this  para¬ 
graph;  $3.00  for  all  tablets  in  the  sample 
submitted  in  accordance  with  subpara¬ 
graph  (3)  (ii)  (b)  (2)  of  this  paragraph; 
$4.00  for  each  immediate  container  sub¬ 
mitted  in  accordance  with  subparagraph. 

(3)  (ii)  (c)  of  this  paragraph;  $5.00  for 
each  immediate  container  submitted  in 
accordance  with  subparagrtqih  (3)  (ii)  (a) 
of  this  paragri^h. 

(b)  Tests  and  methods  of  assay— il) 
Potency.  Proceed  as  directed  in 
§  148m.2(b)(l)  (ii)  or  (iii),  except  pre¬ 
pare  the  sample  as  follows:  Place  a  rep¬ 
resentative  number  of  tablets  in  a  glass 
blending  jar  and  add  500  milliliters  of 
80  percent  isopropyl  alcohol.  Blend  for 
3  minutes  with  a  high-speed  blender; 
remove  an  aliquot  and  make  the  proper 
estimated  dilutions  to  the  prescribed 
reference  concentration  in  0.2M  potas¬ 
sium  phosphate  buffer,  pH  10.5,  if  the 
plate  assay  is  used,  or  in  1  percent  potas¬ 
sium  phosphate  buffer,  pH  6.0,  if  the 
turbidimetric  assay  is  used.  Its  tri¬ 
acetyloleandomycin  content  is  satisfac¬ 
tory  if  it  contains  not  less  than  90  percent 
nor  more  than  120  percent  of  the  num¬ 
ber  of  milligrams  of  trlsw^tyloleandomy- 
cin  that  it  is  represented  to  contain. 

(2)  Moisture.  Proceed  as  directed  m 
S  141a.5(a)  of  this  chiq>ter. 

•  (3)  Disintegration  time.  Proceed  as 
directed  in  1 141a.9(c)  of  this  chapter. 
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g  148m^  TnMCCtylolwnKftoiiijncii^yhdiyi* 
pr<^>anokuiiiM  hydrochloridfr^fcem- 

cdkiaa*  MwlylBiilhyUle  raiWiiiiiti 

taMeta. 

(a)  RequiremerUs  for  certification — 

(1)  Standards  of  identity,  ttreagth, 
quality,  and  purity.  Triacetyloleando- 
mycin-phenylpropanolamine  hydrochlo¬ 
ride  -  pheniramine  maleate  -  pyillamine 
uudei^e-calcium  acetylaalicylate  carba¬ 
mide  tablets  are  tablets  composed  of  tri- 
scetyloleaiKioinycln,  phenylpropanola¬ 
mine  hydrochloride,  pheniramine  ma¬ 
leate,  pyrilamine  maleate,  and  calcium 
acetylsalicylatc  carbamide,  with  one  or 
more  suitable  buffers,  diluents,  binders, 
lubricants,  colorings,  and  flavorings. 
Each  tablet  contains  125  milligrams  of 
triacetyloleandomycin,  12.5  milligrams 
of  phensdpropanolamine  hydrochloride, 
$25  milligrams  of  pheniramine  maleate, 
$25  milligrams  of  pyrilamine  maleate, 
and  382  milligrams  of  calcium  acetyl- 
lalicylate  carbamide.  The  moisture 
content  is  not  more  than  5  percent.  The 
tablets' shall  disintegrate  within^  1  hour. 
The  triacetyloleandomycbi  used  con¬ 
forms  to  the  standards  prescribed  by 
1 148m.2(a)  (1).  Each  other  substance 
used,  if  its  nune  is  recognized  in  the 
n.SP.  ox  N.F.,  conforms  to  the  standards 
presm'ibed  therefor  by  such  ofidcial  com¬ 
pendium. 

(2)  LabeUng.  It  shall  be  labeled  in 
accordance  with  the  requirements  of 
{1482  of  this '  chapter.  Its  ^piration 
date  is  12  months. 

(3)  Requests  for  certification;  samples. 
In  addition  to  the  requirements  of  §  148.4 
of  this  dhapter,  each  such  request  shall 
contain: 

(D  Results  of  tests  and  assays  on: 

(a)  The  triacetyloleandomycin  used 
in  making  the  batch  for  potency,  toxic¬ 
ity,  pH,  residue  on  ignition,  identity,  Rt 
value,  acetyl  value  (only  if  more  than 
one  spot  is  present  in  the  determination 
of  Rt  value) ,  and  crystallinity. 

(b)  The  batch  for  potency,  moisture, 
and  disintegration  time. 

(ii)  Samples,  required: 

(a)  Triacetyloleandomycin  used  in 
making  the  batch:  10  packages,  each 
containing  approximately  500  milli¬ 
grams. 

(b)  The  batch: 

(f)  For  an  tests  except  disintegration 
time:  A  minimum  of  30  tablets. 

(2)  For  disintegration  time:  Six  tab¬ 
lets. 

(c)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
In  making  the  batch.:  One  package  of 
each  ccmtaining  approximately  5  grams. 

(4)  Fees.  $0.75  for  each  tSblet  in  the 
sample  submitted  in  accordance  with 
*®bparagraph  (3)  (11)  (b)  (f)  of  this  par- 
^Ph;  $3.00  for  aU  tablets  in  the  sam¬ 
ple  submitted  In  accordance  with 
subparagraph  (3)  (ii)  (b)  (2)  of  this 
paragraph;  $4.00  fw  each  immediate 
container  submitted  in  accordance'  with 
*®8>aragrairfi  (3><li)(c)  of  this  para- 
^br  $5.00  for  each  immediate  con- 
*bier  submitted  in  accordimce  with 
*ubparagraph  (3)  (ii)  (a)  of  this  para- 
Kraph. 

(b)  Tests  and  methods  of  assay — (1) 
Potency,  Proceed  as  directed  in  §  148m.2 


(b)(1)  (ii)  or  (ill),  except  prepare  the 
samxfle  as  fifllows:  Flaoe  a  representative 
number  of  taUete  In  a  glass  blending  jar 
and  add  500  milliliters  of  80  percent  iso¬ 
propyl  alcohol.  Blend  for  3  minutes  with 
a  high-speed  Mender;  remove  an  aliquot 
and  make  the  proper  estimated  diluticms 
to  the  prescribed  reference  concentra¬ 
tion  in  0.2Jir  potassiian  phosphate  buffer, 
pH  10.5,  if  the  plate  assay  is  used,  or  in 
1  percent  potassium  phosidiate  buffer, 
pH  6.0,  if  the  turbidimetiic  assay  is  used. 
Its  trlacetyloleandomyein  content  is  sat¬ 
isfactory  if  it  contaim  not  less  than  90 
percent  nor  more  than  120  percent  of 
the  niunber  of  inilligrams  of  triacetylole¬ 
andomycin  that  it  is  represented  to  con¬ 
tain. 

(2)  Moisture.  Proceed  as  directed  in 
§  141a.5(a)  of  this  chapter. 

(3)  Disintegration  time.  Proceed  as 
directed  in  §  141a.9(c)  of  this  chapter. 

§  148iii.7  TriacetyloieandoniTcin  oral 
siupcnaon;  triacetylMeaiMkmiycin* 

_ oral  Bospension  (the  blank 

being  filled  in  with  the  established 
names  of  the  other  active  ingredients 
present  in  accordance  with  paragraph 
(a)  (1)  of  this  section). 

(a)  Requirements  for  certification — 
(1)  Standards  of  identity,  strength, 
quality,  and  purity.  Triacetyloleando- 
mydn  oral  suspensimi  is  triacetylolean¬ 
domycin  and  one  or  more  suitable 
buffers,  dispersants,  flavorings,  colorings, 
and  preservatives,  suspended  in  a  suit¬ 
able  and  harmless  vehicle.  Each  milli¬ 
liter  contains  25  milligrams  of  triacetyl- 
oleandomycin.  The  following  other 
drugs  may  be  combined  with  triacetyl¬ 
oleandomycin  oral  suspension  in  the 
indicated  amounts  pn*  milliliter: 

(i)  33  milligrams  of  sulfadiazine,  33 
milligrams  of  sulf  amerazine,  and  33  milli¬ 
grams  of  sulfamethazine;  or 

(ii)  2.5  milligrams  of  phenylpropa¬ 
nolamine  hydrochloride,  1.25  milligrams 
of  pheniramine  maleate,  1.25  milligrams 
of  pyrilamine  maleate,  30  milligrams  of 
acetaminophen. 

Its  pH  is  not  less  than  5.0  and  not  more 
than  8.0.  The  triacetyloleandmnycin 
used  conforms  to  the  standards  pre¬ 
scribed  by  §  148m2(a)(l).  Badi  other 
substance  used,  if  its  name  is  recognized 
in  the  U.S.P.  or  NJ*.,  conforms  to  the 
standard  prescribed  therefor  by  such 
•  official  compendium. 

(.2)' LabeUny.  It  shall  be  labeled  in  ac¬ 
cordance  w^  the  requirements  of 
S  148.3  of  this  chapter.  Its  expiration 
date  is  12  months. 

(3)  Requests  for  certification:  samples. 
In  addition  to  the  requirements  of 
S  148.4  of  this  chapter,  each  such  request 
shall  contain: 

(i>  Results  of  tests  and  assays  on : 

(a)  The  triacetyloleandomycin  used  in 
making  the  batch  for  poteiK^,  toxicity, 
moisture,  pH,  residue  on  ignitfon,  iden¬ 
tity,  R/  value,  acetyl  value  (cmly  if  more 
than  one  spot  is  present  in  the  determi¬ 
nation  of  R/  value) ,  and  cnrstallinity. 

(b)  The  batch  for  potency  and  pH. 

(Hi)  Samples  required: 

(a)  Triacetyloleandmnycin  used  in 
making  the  batch:  10  packages  each  con¬ 
taining  approximately  600  milligrams. 


(b>  The  batch;  A  minimum  of  flve  im¬ 
mediate  containers. 

(e)  In  case  an  hfltial  request  for 
certifleation,  each  other  ingredient  used 
in  making  the  batch:  package  of 

each  containing  approximately  5  grams. 

(4)  Fees.  $4.00  for  each  immediate 
eemtainer  in  the  samples  suMnitted  in  ac¬ 
cordance  with  subparagraph  (3)  (ii)  (b) 
and  (c)  of  this  pcuagraifli;  $5.00  for  each 
immediate  container  in  the  sample  sub¬ 
mitted  in  accordance  with  subpari«nq>h 
(3)  (ii)  (a)  of  this  paragrai^. 

(b)  Tests  and  methods  of  assay — (1) 
Potency.  Proceeds  as  directed  in  i  148m.2 
(b)(1)  (ii)  or  (ill),  except  prepare  the 
sample  as  follows;  Transfer  an  aimro- 
priate  sample  (usually  from  1.0  milliliter 
to  5.0  milliliters)  to  a  100-milliliter  vol¬ 
umetric  flask  and  dilute  to  mark  with  80 
percent  isopropyl  alcMml-water  solu¬ 
tion.  Further  dilate  an  aliquot  of  this 
solution  to  the  prescribed  reference  con- 
c«itration  in  0.2M  potassium  phoi^ate 
buffer,  pH  10.5,  if  the  plate  assay  is  used, 
(XT  in  1  percent  pot^ium  phosphate 
buffer,  pH  6.0,  if  the  turbkiimetric  assay 
is  used.  Its  triacetylMeandomyctn  con¬ 
tent  is  satisfactory  if  it  contains  not 
less  than  90  percent  nor  more  than  120 
percent  of  the  number  of  milligrams  of 
triacetyloleandomycin  that  it  is  repre¬ 
sented  to  contain. 

(2)  pH.  Proceed  as  directed  in  1 141a2 
(b)  of  this  chapter,  using  the  undllted 
•  sample. 

§  148m. 8  Triacetyloleandomycin  for 
oral  suspension. 

(a)  Requirements  far  certification — 
(1)  Standards  of  identity,  strength, 
quality,  and  purity.  Triacetyloleando¬ 
mycin  for  oral  suspension  is  triacetylo¬ 
leandomycin  with  suitable  buffers,  dis¬ 
persants,.  preservatives,  colorings,  and 
flavorings.  When  the  suspension  is  pre¬ 
pared  as  directed  in  its  labeling,  each 
milliliter  cemtains  25  milligrams  of  tri- 
acetyloleandcxnycin,  except  if  it  is  for 
pediatric  use  each  mfllilito*  contains  100 
milligrams  of  triacetyloleandomycin. 
Its  moisture  content  is  not  more  than  2 
percent.  The  pH  cd  the  8usg)enshni, 
when  prepared  as  directed  in  its  labeling, 
is  not  less  than  5.0  and  not  more  than  7.0. 
The  triacetylMeandomycln  used  con- 
iatms  to  the  standards  prescribed  by 
§  148m.2(a)  (1) .  Each  other  substance 
used,  if  its  name  is  recognized  in  the 
UB  J*.  or  N  J*.,  (xmforms  to  the  standards 
IM^scribed  therefor  by  such  official  com¬ 
pendium. 

(2)  Labeling.  It  shall  be  lab^ed  in 
acccxrdance  with  the  requirements  of 
§  148.3  of  this  chapter.  Its  explraticui 
date  is  12  months. 

(3)  Requests  for  certification;  samples. 
In  addition  to  the  requirements  of  §  148.4 
of  this  chapter,  each  such  request  shall 

.contain: 

(i>  Results  of  tests  and  assays  on: 

(a)  The  triacetyloleandomycin  used 
in  making  the  batch  for  potency,  toxic¬ 
ity.  mMsture,  pH.  residue  on  ignition, 
identity,  R/  value,  acetyl  value  (only  if 
more  than  one  qtot  is  present  in  the  de- 
tmnination  of  Rt  value),  and  crystal¬ 
linity. 

(b)  The  batch  fox  potency,  moisture, 
and  pH. 

(ii)  Samples  r^uired: 
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(a)  Trlaoetyk>leaiKlomycin  used  In 
mmiring  the  butch: .  10  packftges,  each 
containing  awroxlinately  600  milli¬ 
grams. 

(b)  The  batch:  A  minimum  of  five  Im- 
me^te  oontBdners. 

(c)  In  case  of  an  initial  request  for 
certlflcation,  each  other  ingredient  used 
in  making  the  batch:  One  package  or 
each  containing  awroximately  5  grams. 

(4)  Fees.  $4-00  for  each  immediate 
container  in  the  samples  submitted  in 
accordance  with  subparagraph  (3)  (11) 

(b)  and  (c)  of  this  paragraph;  $5.00  for 
each  immediate  container  in  the  sample 
submitted  in  accordance  with  subpara¬ 
graph  (3)  (il)  (a)  of  this  paragnq?h. 

(b)  Tests  and  methods  of  assay — (1) 
Potency.  Proceed  as  directed  in  1 148m.2 
(b)(1)  (ii)  or  (iii),  exc^  prepare  the 
sample  as  follows:  Reconstitute  the  drug 
as  directed  in  the  labeling.  Transfer  an 
iq>propriate  sample  (usually  1.0  milli¬ 
liter)  to  a  100-milliliater  volumetric  flask 
and  dilute  to  mark  with  80  percent  iso¬ 
propyl  alc<^ol-water  solution. .  Further 
dilute  an  aliquot  oi  this  8oluti<m  to  the 
prescribed  reference  concentration  in 
0J21f  potassium  phoimhate  buffer,  pH 
10.5,  if  the  plate  assay  is  used,  or  in  1 
percent  potassium  phosphate  buffer,  pH 
6.0,  if  the  turbidimetric  assay  is  uskl. 
Its  triacetyloleandomycin  content  is  sat¬ 
isfactory  if  it  contains  not  less  than  90 
percent  nor  more  than  120  percent  of 
the  number  of  milligrams  of  triacetylo- 
leandomycin  that  it  is  represented  to 
contain. 

(2)  Moisture.  Proceed  as  directed  in 
i  141a.5(a)  of  this  chapter. 

(3)  vH.  Proceed  as  directed  in 
8  141a.5(b)  of  this  chiq)ter,  except  use 
the  suspension  obtained  after  consti¬ 
tuting  the  drug  as  directed  in  its  labeling. 

§  I48n.25  Oxytetracycline  hydrochlo- 
ride-bydroccHtiMHie  aerosol  topicaL 

(a)  Requirements  for  certification — 

(1)  Standards  of  identity, etrength,  qual¬ 
ity,  and  purity,  Oxytetracycline  ^dro- 
chloride-hydrocortisone  areosol  topical  is 
oxytetracycline  hyrochloride  and  hy¬ 
drocortisone  in  a  suitable  ointment  base, 
packaged  with  one  or  more  suitable  inert 
gasgases.  Each  spray  pack  contains  300 
milligrams  of  oiortetracycline  and  100 
milligrams  of  hydrocortisone.  The  mois¬ 
ture  content  is  not  more  than  1.0  percent. 
Hie  oxytetracycline  hydrochloride  used 
conforms  to  the  standards  prescribed  by 
8  148nJl(a)  (1)  (i) ,  (vi) ,  (vii) ,  (viii) ,  and 
(ix) .  Each  other  ingredient  usqd,  if  its 
name  is  recognized  in  the  UJ3P.  or  NF*., 
conforms  to  the  standards  prescribed 
therefor  by  such  official  compendium. 

(2)  Labeling.  It  shall  be  labeled  in  ac¬ 
cordance  witli  the  requirements  of 
8  148.3  of  this  chapter.  Its  expirati<Hi 
date  is  12  months. 

(3)  Requests  for  certification;  sam¬ 
ples.  In  addition  to  the  requixements 
of  8  148.4  of  this  chapter,  each  such  re¬ 
quest  shall  contain; 

(i)  Results  of  tests  and  assays  on: 

(a)  The  oxytetraesrcline  hydrochlo¬ 
ride  used  in  making,  the  batch  for  po¬ 
tency,  moisture,  pH,  absorptivity,  id«i- 
tity,  and  crystallinity. 

(b)  Hie  batch  for  potency  and  mois¬ 
ture. 
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(ii)  Samples  required: 

(a)  Hie  bxytetra^cllne  hydrochloride 
used  in  making  the  batch;  10  packages, 
each  containing  approximately  300 

mllligrynn. 

(b)  The  batch:  A  minimum  of  five 
immediate  ocmtainers. 

(c)  In  case  of  an  initial  request  for 
certification  each  other  ingredient  used 
in  making  the  batch:  One  package  of 
each  c(mtaining  approximately  5  grams. 

(4)  Fees.  $4.00  for  each  Immediate 
container  or  package  in  the  samples  suh- 
mitted  in  accordance  with  subparagriqih 
(3)(li)  (a),  (b),  and  (c)  of  this  para¬ 
graph. 

(b)  Tests  and  methods  of  assay — (1) 
Potency.  Proceed  as  direct^  in  8  148n.l 
(b)(1)  (i)  or  (ii),  except  prepare  the 
sample  for  assay  as  follows:  Remove  the 
oiqi  and  plastic  cpray  tip  f  rcxn  the  aerosol 
can.  Attach  a  10-inch  length  of  suitable  ■ 
plastic  tubing  over  the  nozzle  of  the 
aerosol  can.  Shake  the  can  g^tly  t4ro 
or  thiee  times,  place  the  free  end  of  the 
tubing  into  a  400-mlllillter  beaker,  hold 
the  can  in  an  upright  position  and  de¬ 
press  the  nozzle.  Empty  the  entire  c(m- 
tents  into  the  beaker.  Carefully  evap¬ 
orate  any  residual  pr(H>ellant  by  heating 
the  beaker  over  a  steam  bath.  Rinse 
the  tubing  with  a  minimum  amount  of 
ethyl  alcohol  and  add  it  to  the  contents 
in  the  beaker.  Transfer  the  contents 
of  the  beaker  with  thrM  10-milliliter 
portions  of  ethyl  alcohol  to  a  1-liter 
volumetric  flask.  Bring  to  volume  with 
O.IN  ^drochloric  acid  and  mix  well. 
Filter  40  to  50  milliliters  of  this  stock 
solution  through  a  double  thickness  of 
Alter  piq>er,  discarding  the  flrst  20  milli¬ 
liters  of  flltrate.  Remove  an  appropriate 
aliquot  of  the  remaining  flltrate  and, 
using  O.IM  potassium  phosphate  buffer, 
pH  4.5,  make  proper  estimated  dilutions 
to  the  prescribed  reference  concentra¬ 
tion.  Its  content  of  oxytetracycline  is 
satisfactory  if  it  contains  not  less  than 
90  percent  and  not  more  than  120  per¬ 
cent  of  the  niunber  of  milligrams  of  oxy¬ 
tetracycline  that  it  is  represented  to 
contain. 

(2)  Moisture.  Proceed  as  directed  in 
8  141b.l  17(c)  of  this  ch^ter. 

§  148n.26  Oxytetracycline  hydrochl^ 
ride-p<dyniyxm  B  sulfate-hydrocorti¬ 
sone  aeros<d  topical. 

(a)  Requirements  for  certification — 
(1)  Standards  of  identity,  strength,  qual¬ 
ity,  and  purity.  OxytetnM^S^line  hydro- 
chloride-polymsndn  B  sulfate-hydrocor¬ 
tisone  aerosol  topical  is  oxytetarcycline 
hydrochloride,  polymyxin  B  sulfate,  and 
hydrocortisone  in  a  suitable  (totment 
base,  packaged  with  one  or  more  suitable 
inert  gases.  Each  spray  pack  contains 
300  milligrams  of  ox^tra^line,  100,000 
units  of  polymyxin  B,  and  100  milligrams 
of  hydrocortisone.  The  moisture  content 
is  not  more  than  1.0  percent.  The  oxy¬ 
tetracycline  hydrochloride  used  ccmf onus 
to  the  standards  prescribed  by  8  148n.2 
(a)(1)  (i),  (Vi),  (vU),  (viii),  and  (ix). 
The  polymyx^  B  sulfate  used  conforms 
to  the  standards  prescribed  by  8  148p.l 
(a)(1)  (i),  (V),  (Vi),  (vii).  and  (ix)  of 
this  chapter.  Each  other  Ingredient 
used,  if  its  name  is  recognized  in  the 
UBP.  or  NP.,  conforms  to  the  standards 


prescribed  therefor  by  such  official  com¬ 
pendium. 

(2)  Labeling.  It  shall  be  labeled  in  ac¬ 

cordance  with  the  requirements  of  8 148.3 
of  this  chapter.  Ite  expiration  date  is  12 
months.  ' 

(3)  Requests  for  certification;  samples. 
In  additi(m  to  the  requirements  of  §  148.4 
of  this  chapter,  each  such  request  shall 
contain: 

(1)  Results  of  tests  and  assays  on: 

(a)  The  oxytetracycline  hydrochloride 
used  in  making  the  bat^  for  potency. 
mcAsture,  pH,  absorptivity,  crystallinity, 
and  identity. 

(b)  The  polsrmsndn  B  sulfate  used  in 
making  the  batch  for  potency,  moisture, 
pH,  residue  on  ignition,  and  identity. 

(c)  The  batch  for  ox^tracycline  con¬ 
tent,  pohrmsncin  content,  and  moisture. 

(ii)  Samples  required: 

(a)  The  ox3rtetiimycline  hydrochloride 
used  in  making  the  batch;  10  packages, 
each  containing  approximately  300  mil¬ 
ligrams. 

(b)  The  pohrmyxin  B  sulfate  used  in 
making  the  batch:  ^10  packages,  each 
containing  iq;>proximat^  300  milli¬ 
grams. 

(e)  The  batch:  A  minimum  of  six  im¬ 
mediate  containers. 

(d)  In  case  of  an  initial  request  for 
certiflcation,  each  other  ingredient  used 
in  making  the  batch:  Cne  package  of 
each  containing  approximately  5  grams. 

(*4)  Fees.  $5.00  for  each  immediate 
container  in  the  sample  sulmiitted  in  ac¬ 
cordance  with  subparagraph  (3)(ii)(c) 
of  this  paragraph;  $4.00  for  each  package 
in  the  samples  submitted  in  accordance 
with  subparagraph  (3)  (ii)  (a),  (b),  and 

(d)  of  this  paragraph. 

(b)  Tests  and  methods  of  assay— (1) 
Potency — (i)  Oxytetracycline  content. 
Proceed  as  directed  in  8  148n.25(b)  (1)  of 
this  chapter.  The  content  of  oxytetra¬ 
cycline  is  satisfactory  if  it  is  not  less  than 
90’ percent  and  not  more  than  120  per- 
c^t  of  the  number  of  milligrams  of 
oxytetracsrcline  that  it  is  represented  to 
ccmtain. 

(ii)  Polymyxin  content.  Remove  the 
csm  and  plastic  spray  tip  from  the  aerosol 
can.  Attach  a  10-inch  length  of  suit¬ 
able  plastic  tubing  over  the  nozzle  and 
shake  the  can  gently.  Place  the  free  end 
of  the  tubing  into  a  braker  of  suitable 
size,  hold  the  can  upright,  and  depress 
the  nozzle  until  the  cont^ts  are  com¬ 
pletely  emptied  into  the  beaker.  Care¬ 
fully  evaporate  any  residual  propellant 
by  heating  the  beaker  over  a  steam  bath. 
Proceed  as  directed  in  8  148n.20(b)  (1) 
(ii)  (a)  or  (b) ,  except  in  lieu  of  weighing 
1  gram  of  the  sample,  use  the  entire  con¬ 
tents  obtained.  The  content  of  poly- 
mirxin  is  satisfactory  if  it  contains  not 
less  than  90  percent  and  not  more  than 
135  percent  of  the  number  of  units  of 
polymyxin  that  it  is  represented  to  con¬ 
tain. 

(2)  Moisture.  Proceed  as  directed  in 
8  141b.ll7(c)  of  this  chapter. 

§  148n.27  Oxytetracycline  hydrochlo- 
ride-p<^lyxnyxin  B  sulfate  topic*' 
powder. 

(a)  Requirements  for  certification-- 
( 1 )  Standards  of  identity,  strength,  <jwl‘ 
tty,  and  purity.  Oxytetracycline  hydro- 
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chlorlde-polymsrxin  B  sulfate  ,  topical 
powder  is  oxytetracycline  hydrochloride 
sod  polymyxin  B  sulfate  with  a  suitable 
filler.  Each  gram  contains  30  milligrams 
of  oxytetracycline  and  10,000  'units  of 
polymyxin  B.  The  moistture  content  is 
not  more  than  2.0  percent.  The  oxytet¬ 
racycline  hydrochloride  used  conforms 
to  the  standards  prescribed  by  9  148n.2 
(a)(1)  (i),  (Vi),  (vii),  (viii),  and  (ix). 
The  polymyxin  B  sulfate  used  conforms 
to  the  standards  prescribed  by  9  148p.l 
(a)(1)  (i),  (V),  (Vi),. (vii),  and  (lx)  of 
this  chapter.  Each  other  substance 
u^,  if  its  name  is  recognized  in  the 
n.S.P.  or  NJ*.,  conforms  to  the  standards 
prescribed  therefor  by  such  official 
compendium. 

(2)  Labeling.  Each  package  shall 
bear  on  its  label  or  labeling,  as  herein¬ 
after  indicated,  the  following: 

(i)  On  the  label  of  the  Immediate  con¬ 
tainer  and  on  the  outside  wrapper  or 
container,  if  any: 

(a)  The  batch  mark. 

(b)  The  name  and  quantity  of  each 
active  ingredient  contained  in  the  drug. 

(c)  An  expiration  date  that  is  12 
months  after  the  month  during  which 
the  batch  was  certified. 

(ii)  On  the  label  of  the  immediate 
container  or  other  labeling  attached  to 
or  within  the  package,  adequate  direc¬ 
tions  for  lay  use  of  the  drug. 

(3)  Requests  for  certification;  samples. 
In  addition  to  the  requirements  of  9  148.4 
of  this  chapter,  each  such  request  shall 
contain: 

(i)  Results  of  tests  and  assays  on: 

(0)  The  oxytetracycline  hydrochloride 
used  in  making  the  batch  for  potency, 
moisture,  pH,  absorptivity,  crystallinity, 
and  identity. 

(b)  The  polymyxin  B  sulfate  used  in 
making  the  batch  for  potency,  moisture, 
pH,  residue  on  ignition,  arid  identity. 

(c)  The  batch  for  oxytetracycline  con¬ 
tent,  polymyxin  content,  and  moisture. 

(ii)  Samples  required: 

(a)  The  oxytetracycline  hydrochloride 
used  in  making  the  batch:  10  packages, 
each  containing  approximately  300  mil- 

•  ligrams. 

(b)  The  polymyxin  B  sulfate  used  in 
making  the  batch:  10  packages,  each 
containing  approximately  300  milligrams. 

(c)  The  batch:  A  minimum  of  six  im¬ 
mediate  containers. 

(d)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch:  One  package  of 
each  containing  apmroximately  5  grams. 

(4)  Fees.  $5.00  for  each  inunediate 
container  in  the  sample  submitted  in  ac¬ 
cordance  with  subparagraph  (3)  (ii)  (c) 
of  tlUs  paragraph;  $4.00  for  each  pack¬ 
age  in  the  samples  submitted  in  accord¬ 
ance  with  subparagraph  (3)  (ii)  (o) ,  (b) , 
and  (d)  of  this  paragraph. 

(b)  Tests  and  methods  of  assay — (1) 
^tency — (i)  Oxytetracycline  content. 
woceed  as  directed  in  9  148n.l(b)  (1) 
h)  or  (ii) ,  except  prepare  the  sample  for 
**say  as  follows:  Place  an  accurately 
weighed  representative  pmiiion  in  a 
1-Uter  volumetric  fiask,  dissolve,  and 
onute  to  volume  with  O.IN  hydrochloric 
^id.  Make  the  proper  estimated  dilu- 
tions  of  an  aliquot  of  the  stock  solution 
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to  the  prescribed  reference  concentration 
in  O.IM  potassium  phosphate  buffer,  pH 
4.5;  The  content  of  oxsrtetracycUne  is 
satisfactory  if  it  is  not  less  than  90  per¬ 
cent  and  not  more  than  120  percent  of 
the  number  of  milligrams  of  oxytetracy- 
, Cline  that  it  is  represented  to  contain. 

(ii)  Polymyxin  content.  Proceed  as 
directed  in  9  148p.l(b)  (1)  of  this  chapter, 
except  prepare  the  sample  for  assay  by 
either  of  the  following  methods: 

(a)  Accurately  weigh  approximately 
1  gram  of  the  powder  and  place  in  a 
50-milliliter  centrifuge  tube.  Add  15 
milliliters  of  butyl  alcohol  and  1  drop 
of  concentrated  hydrochloric  acid.  Stir 
well.  Add  20  milliliters  of  butyl  alcohol 
and  centrifuge  for  10  minutes  at  3,000 
revolutions  per  minute.  Decant  the  su¬ 
pernatant  liquid  and  add  15  milliliters  of 
acetone  and  1  drop  of  concentrate  hydro¬ 
chloric  acid  to  the  residue.  Stir  well. 
Add  20  milliliters  of  acetone  and  centri¬ 
fuge  for  10  minutes  at  3,000  revolutions 
per  minute.  Decant  the  supernatant 
liquid  and  repeat  the  acetone-acid  ex¬ 
traction  once  more.  Dissolve  and  dilute 
the  residue  with  sufficient  10  percent 
potassium  phosphate  buffer,  pH  6.0,  to 
give  a  stock  solution  of  convenient  con¬ 
centration.  Remove  an  aliquot  and  make 
proper  estimated  dilutions  to  the  pre¬ 
scribed  reference  concentration  with  10 
percent  potassium  phosphate  buffer, 
pH  6.0. 

(b)  Place  the  accurately  weighed  sam¬ 
ple  in  a  filter  funnel  with  a  solvent-re¬ 
sistant  membrane  filter  of  1.5/i  porosity. 
Wash  the  powder  with  five  20-milliliter 
portions  of  acetone  or  until  yellow  color 
has  disappeared.  Remove  the  filter  and 
soak  in  an  adequate  volume  of  10  per¬ 
cent  potassium  phosphate  buffer,  pH  6.0. 
Quantitatively  transfer  to  a  lOO-milliliter 
volumetric  fiask  and  adjust  to  volume 
with  10  percent  potassium  phosphate 
buffer,  pH  6.0.  Make  proper  estimated 
dilutions  with  10  percent  potassium 
phosphate  buffer,  pH  6.0,  to  the  pre¬ 
scribed  reference  concentration. 

The  content  of  polymsrxin  is  satisfac¬ 
tory  if  it  is  not  16ss  than  90  percent  and 
not  more  than  120  percent  of  the  number 
of  units  of  polymsrxin  that  it  is  repre¬ 
sented  to  contain. 

(2)  Moisture.  Proceed  as  directed  in 
§  141a.5(a)  of  this  chapter. 

§  148n.28  Oxytetracycline  hydrochlo¬ 
ride-polymyxin  B  sulfate-benzocaine 
for  otic  solution. 

(a)  Requirements  for  certification — 
(1)  Standards  of  identity,  strength,  qual¬ 
ity,  and  purity.  Oxytetracycline  hydro¬ 
chloride-polymyxin  B  sulfate-benzocaine 
for  otic  solution  is  a  dry  powder  of  oxy¬ 
tetracycline  hydrochloride  and  polymyx¬ 
in  B  sulfate,  packaged  in  combination 
with  a  suitable  diluting  <x:>lution  which 
contains  benzocaine  and  a  preservative. 
When  prepared  as  directed  in  the  label¬ 
ing,  each  milliliter  contains  5.0  milli¬ 
grams  of  oxsrtetracycline,  10,000  units  of 
polymyxin  B,  and  50  milligrams  of 
benzocaine.  The  moisture  content  of 
the  powder  is  not  more  than  3.0 
percent.  The  oxytetracycline  hydro¬ 
chloride  used  conforms  to  the  standards 
prescribed  by  9  148n.2(a)  (1)  (i),  (vi), 
(vii),  (viii),  and  (ix)..  The  polymyxin 


B  sulfate  used  conforms  to  the  standards 
prescribe  by  9  148p.l(a)  (1)  (1),  (v). 
(vi),  (vii),  and  (ix)  of  this  chapter. 
Each  other  ingredient  used,  if  its  name 
is  recognized  in  the  U.Sf .  or  NJ*.,  con¬ 
forms  to  the  standards  prescribed  there¬ 
for  by  such  official  compendium. 

(2)  Labeling.  It  shall  be  labeled  in 
accordance  with  the  requirements  of 
9  148.3  of  this  chapter.  Its  expiration 
date  is  12  months. 

(3)  Requests  for  certification;  'sam¬ 
ples.  In  addition  to  the  requirements  of 
§  148.4  of  the  chapter,  each  such  request 
shall  contain: 

(i)  Results  of  tests  and  assays  on: 

(a)  The  oxytetracycline  hydrochloride 
used  in  making  the  batch  for  potency, 
moisture,  pH,  absorptivity,  crystallinity, 
and  Identity. 

(b)  The  polymyxin  B  sulfate  used  in 
making  the  batch  for  potency,  moisture, 
pH,  residue  on  ignition,  and  identity. 

(c)  The  batch  for  oxytetracycline  con¬ 
tent,  polymyxin  content,  and  moisture 
content  of  the  powder. 

(ii)  Samples  required: 

(o)  The  oxytetracycline  hydrochloride 
used  in  making  the  batch:  10  packages, 
each  containing  approximately  300  mil¬ 
ligrams. 

(b)  The  polymsrxin  B  sulfate  used  in 
making  the  batch:  10  packages,  each  con¬ 
taining  approximately  300  milligrams. 

(c)  The  batch:  A  minimum  of  seven 
immediate  containers. 

(d)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch:  One  package  of 
each  containing  approximately  5  grams. 

(4)  Fees.  $5.00  for  eaoh  immediate 
container  in  the  sample  submitted  in 
accordance  with  subparagraph  (3)  (ii) 
(c)  of  this  paragraph;  $4.00  for  each 
package  in  the  samples  submitted  in  ac¬ 
cordance  with  subparagraph  (3)  (ii)  (a) , 
(b) .  and  id)  of  this  paragraph. 

(b)  Tests  and  methods  of  assay — (1) 
Potency — (i)  Oxytetracycline  content. 
Proceed  as  directed  in  9  148n.l(b)  (1)  (i) 
or  (ii),  except  prepare  the  sample  for 
assay  as  follows:  Reconstitute  as  directed 
in  the  labeling.  Dilute  5.0  milliliters  of 
this  reconstituted  sample  to  a  volume  of 
100  milliliters  with  O.IJV  hydrochloric 
acid.  Make  proper  estimated  dilutions 
to  the  prescribed  reference  concentration 
with  O.IM  potassium  phosphate  buffer, 
pH  4.5.  The  content  of  oxsrtetracycline 
is  satisfactory  if  it  is  not  less  than  90 
percent  and  not  more  than  120  percent 
of  the  number  of  milligrams  of  ojciytetra- 
cycline  that  it  is  represented  to  contain. 

(ii)  Polymyxin  content.  Proceed  as 
directed  in  9  148n.27(b)  (1)  (ii)  (o)  or 
(b) .  except  use  the  entire  contents  of  the 
powder  from  each  vial  tested.  Recon¬ 
stitute  a  separate  vial  as  directed  in  the 
labeling,  measure  the  total  volume  that 
can  be  withdrawn,  and,  from  the  poly¬ 
myxin  content  of  the  powder,  calculate 
the  number  of  units  per  milliliter.  The 
content  of  polymyxin  is  satisfactory  if  it 
is  not  less  than  90  percent  and  not  more 
than  120  percent  of  the  number  of  units 
of  polsnnyxin  that  it  is  represented  to 
contain. 

(2)  Moisture.  Proceed^as  directed  in 
9  141a.5(a)  of  this  chapter. 
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S  14Sm.29  Omytctracycling  hj^rochlo- 
ride-polyrnTxai  B  cnlfale  raciiial  tab¬ 
lets. 

(a)  Requirements  for  certification — 

(1)  Standards  of  identity,  strength, 
Quattty,  and  jrurity.  Oxytetracycline  by- 
drochlorlde-polyniyxin  B  sulfate  vaginal 
tablets  are  tablets  composed  of  oxytetra- 
cycUne  hydrochloride  and  polymyxin  B 
sulfate,  with  one  or  more  suitable  dilu¬ 
ents.  lenders,  lubricants,  and  preserva¬ 
tives.  Each  tablet  contains  100  milli¬ 
grams  of  oxytetracycllne  and  100,000 
units  of  pohrmyxin  B.  Hie  moisture 
content  is  not  more  than  3.0  percent. 
The  oxytetracycllne  hydrochloride  used 
conforms  to  the  standards  prescribed  by 
f  148n.2(a)(l)  (1),  (Vi),  (vli),  (vUD.and 
(lx).  The  polsrmsrxln  B  sulfate  used  con¬ 
forms  to  the  standards  prescribed  by 
1 148p.l(a) (1)  (D.  (V).  (Vi),  (vii),  and 
(ix)  of  this  chapter.  Each  other  ingre^ 
dient  used,  if  its  name  is  recognized  in 
the  UJSP.  or  N  J*.,  conforms  to  the  stand¬ 
ards  prescribed  ttierefor  by  such  official 
compendium. 

(2)  Labeling.  It  shall  be  labeled  in  ac¬ 
cordance  with  the  requirements  of  S  148.3 
of  this  idiapter.  Its  expiration  date  is  12 
months. 

(3)  Requests  for  certification;  samples. 
In  addition  to  the  requirements  of  S  148.4 
of  this  chapter,  each  such  request  shall 
contain: 

(1)  Insults  of  tests  and  assays  on: 

(a)  The  oxytetracycllne  hydrochloride 
used  in  making  the  batch  for  potency, 
moistiu^.  pH.  absorptivity,  crysUdlhilty. 
and  idoitlty. 

(b) '  Ihe  polym3rxin  B  sulfate  used  in 
making  the  batch  for  potency,  moisture, 
pH,  residue  on  ignition,  and  identity. 

(c)  The  batch  for  ox^tracycline  con¬ 
tent,  polymyxin  content,  and  moisture. 

(ii)  Samples  required: 

(a)  The  oX3rtetracycline  hydrochloride 
used  in  making  the  batch:  10  packages, 
each  containing  approximately  300  milli¬ 
grams. 

(b)  The  polsunjrxin  B  sulfate  used  in 
making  the  batch:  10  packeiges,  each 
ccmtainlng  approximately  300  milli¬ 
grams. 

(c)  The  batch:  A  minimum  of  30 
tablets. 

(d)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch:  One  package  of 
each  containing  approximately  5  grams. 

(4)  Fees.  $1.00  for  each  tablet  in  the 
samide  sulunitted  in  accordance  with 
subparagnq>h  (3)(li)(c)  of  this  para¬ 
graph;  $4.00  for  each  package  in  the 
samples  submitted  in  accordance  with 
sulH^agraph  (3)(il)  (a),  (b),  and  id) 
of  this  paragraph. 

(b)  Tests  and  methods  of  assay — (1) 
Potency — (i)  Oxytetracycline  content. 
Proceed  as  directed  in  1 148n.l(b)  (1) 
(i)  or  (ii) ,  except  prepare  the  sample  as 
follows:  Place  a  representative  number 
of  tablets  in  a  glass  blending  jar  and 
blend  3  to  5  minutes  with  an  appropriate 
volume  of  0.1^  hydrochloric  acid  to  give 
a  stock  solution  of  convenient  concentra¬ 
tion.  Its  content  of  oxytetracycline  is 
satisfactory  if  it  contains  not  less  than 
90  percent  and  not  more  than  120  per¬ 
cent  of  the  munber  of  milligrams  of  oxy- 
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tetra^cUne  that  it  is  represented  to  con¬ 
tain. 

(il>  Polymyxin  content.  Proceed  as 
directed  in  f  148n.27(b)  (1)  (ii)  (a)  or 
(b),  using  the  finely  powdered  material 
from  a  rQ>reeentatlve  number  of  tablets. 
Its  cont^t  of  polymyxin  is  satisfactory 
if  it  contains  not  less  than  90  parent 
and  not  more  than  120  percent  of  the 
number  of  units  of  polymyxin  that  it  is 
represented  to  contain. 

(2)  Moisture.  Proceed  as  directed  in 
S  141a.S(a)  of  this  chaiHer. 

§  148p.7  Polymyxin  B  snlfate-gramici- 
dm-hydroxyamphetamine  hydrobro- 
mide  •  metJ^pyiilene  hydr^hloride 
nasal  solution. 

(a)  Requirements  for  certification — 
(1)  Standards  of  identity,  strength, 
qiMlity,  and  purity.  Polymyxin  B  sul¬ 
fate  -  gramicidin  -  hydroxyamphetamine 
hydrolxromlde - methapyrilene  hydro¬ 
chloride  nasal  solution  is  a  solution  con¬ 
taining,  in  each  milliliter,  500  imits  of 
polymsrxin  B,  0.05  milligram  of  grami¬ 
cidin,  10.0  milligrams  of  hydroxyam¬ 
phetamine  hydrobromide,  and  2.0  milli¬ 
grams  of  methapyrilene  hydrochloride. 
It  contains  one  or  more  suitable  solvents, 
surf  actants,'*  buffers,  colorings,  and ‘pre¬ 
servatives.  Its  pH  is  not  less  than  5.0 
and  not  more  than  6.0.  The  polymyxin 
B  sulfate  used  conforms  to  the  standards 
of  §  148p.l(a)(l)  (i),  (iv),  (vi),  (vii), 
and  (ix) .  The  gramicidin  used  con¬ 
forms  to  the  standards  of  fi  148f.l(a)  (1) 
(i),  (ii),  (iv),  (v),  and  (vi)  of  this  chiq?- 
ter.  Each  other  substance  used,  if  its 
name  is  recognized  in  the  U.SP.  or  NP., 
ccmforms  to  the  standards  prescribed 
therefor  by  such  oflicial  compendium. 

(2)  Labeling.  Each  package  shall 
bear  on  its  label  or  labeling,  as  herein¬ 
after  indicated,  the  following: 

(i)  On  the  label  of  the  immediate 
container  and  on  the  outside  wrai^r  or 
container,  if  any: 

(a)  The  batch  mark. 

(b)  The  name  and  quantity  of  each 
active  Ingredient  contained  in  the  drug. 

(c)  An  expirati(xi  date  that  is  12 
months  after  the  month  during  which 
the  batch  was  certified. 

(ii)  On  the  label  of  the  immediate 
container  or  other  labeling  attached  to 
or  within  the  package,  adequate  direc¬ 
tions  for  lay  use  of  the  drug. 

(3)  Requests  for  certification;  sam- 
pies.  In  addition  to  the  requirements 
of  §  148.4  of  this  chapter,  each  such  re¬ 
quest  shall  contain: 

(i)  Results  of  tests  and  assa3rs  on: 

(a)  The  polymyxin  B  sulfate  used  in 
malting  the  batch  for  potency,  toxicity, 
pH,  residue  on  ignition,  and  identity. 

(b)  The  gramicidin  used  in  making 
the  batch  for  potency,  toxicity,  residue 
on  Ignition,  melting  point,  identity,  and 
ciystaUlnlty. 

(c)  The  batch  for:  Polymyxin  con- 
-tent,  gramicidin  content,  and  pH. 

(ii)  Samples  required: 

(a)  The  polymyxin  B  sulfate  used  in 
making  the  batch:  10  packages,  each 
containing  approximately  300  mllli- 
grams. 

(b)  The  gramicidin  used  in  making 
the  batch:  10  packages,  each  containing 
approximately  500  milligrams. 


(c)  The  batch:  A  minimum  oi  six  im¬ 
mediate  containers. 

id)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch:  One  package  of 
each  containing  approximately  5  grams. 

(4)  Fees.  $5.00  for  each  immediate 
container  in  the  8an^>le  sulnnitted  in 
accordance  with  subparagraph  (3)(ii) 
(c)  of  this  paragnq;)h;  $4.00  for  each 
package  submitted  in  accmxiance  with 
sulv>aragraph  (3)  (11)  (a)«  (b),  and  id) 
of  this  paragnq>h. 

(b)  Tests  and  methods  of  assay — (i) 
Potency — (1)  Polymyxin  content.  Re¬ 
move  an  accurately  measured  represent¬ 
ative  portion  and  dilute  with  10  percent 
potassium  phosphate  buffer,  pH  6.0,  to 
give  a  stock  solution  of  convenient  con¬ 
centration.  Further  dilute  with  10  per¬ 
cent  potassium  phosphate  buffer,  pH  6.0, 
to  a  reference  concentration  of  10  units 
of  polymyxin  per  milliliter.  Proceed  as 
directed  in  S  148p.l  (b)(1),  except  add 
300  milligrams  of  thioglycollc  acid  to 
each  liter  of  agar  used  for  the  seed  layer. 
The  polymyxin  content  is  satisfactory  if 
it  is  not  less  than  90  percent  and  not 
more  than  125  percent  of  the  number  of 
units  of  polymyxin  that  it  is  r^resented 
to  contain. 

(ii)  Chramiddin  content.  Proceed  as 
directed  in  S  148f.l(b)  (1)  of  this  chap¬ 
ter,  except  prepare  the  sample  for  assay 
as  follows:  Remove  an  accurately  meas- 
med  representative  portion  and  dilute 
with  95  percent  alcohol  to  give  a  stock 
solution  of  conv^ent  concentration. 
Further  dilute  with  95  percent  alcohol  to 
the  prescribed  reference  concentration. 
The  conteiit  c/t  gramicidin  is  satisfactory 
if  it  is  not  less  than  90  percent  and  not 
more  than  125  percent  of  the  number  of 
milligrams  of  gramicidin  that  it  is  rep¬ 
resented  to  contain. 

(2)  pH.  Proceed  as  directed  in 
S  141aA(b)  of  this  cha];>ter,  using  the 
undiluted  sample. 

§  148r.2  Tyrothricin  solution. 

(a)  Requirements  for  certification— 
(1)  Standards  of  identity,  strength,  qual¬ 
ity,  and  purity.  Tyrothricin  solutim  Is 
tyrothricin  and  a  suitable  preservatiTe 
dissolved  in  a  vehicle  of  alcohol  and  pro¬ 
pylene  glycol.  Each  milliliter  contains 
25  milligrams  of  tyrothricin.  The  pH 
of  a  solution  prepared  by  mixing  1  milli- 
lit»  of  the  concentrate  with  49  milliliters 
of  distilled  water  is  not  less  than  5.0  and 
not  more  than  6.5.  The  tyrothricin  used 
conforms  to  the  standards  prescribed  by 
8  148r.l(a)(l).  Each  other  substance 
used,  if  its  Ttaitifl  is  recognized  in  the 
UBP.  or  NP.,  conforms  to  the  stand¬ 
ards  prescribed  therefor  by  such  official 
ccHnpendlum. 

(2)  Labeling.  It  shall  be  labeled  in 
accordance  ■with  8  148.3  of  this  chapter. 
Its  expiratimi  date  is  12  months. 

(3)  Requests  for  certification;  sam¬ 
ples.  In  addition  to  the  requirements 
of  8  148.4  of  this  chapter,  each  such  re¬ 
quest  shall  contain: 

(i)  Results  of  tests  and  assays  on: 

(a)  The  tyrothricin  used  in  making 

the  batch  for  potency,  moisture,  ano 
Identity.  _ 

ib)  The  batch  for  potency  and  pH. 

(ii)  Samples  requii^: 
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(a)  The  tyrothricin  used  in  making 
the  batch:  Five  packages,  each  contain¬ 
ing  approximately  300  milligrams. 

(h)  The  batch:  A  minimum  of  five 
Immediate  containers. 

(c)  In  case  oi  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch:  One  package  of 
each  containing  approximately  1  gram. 

(4)  Fees.  $4.00  for  each  immediate 
container  or  package  in  the  samples  sub¬ 
mitted  in  accordance  with  subparagraph 
(3)  (ii)  of  this  paragraph. 

(b)  Tests  and  methods  of  assay — (1) 
Potency.  Proceed  as  directed  in  §  148r.l 
(b)(l>.  except  prepare  the  sample  •for 
assay  as  follows:  Transfer  the  contents 
of  a  vial  to  a  1.000-mllliliter  volumetric 
flask,  adjust  to  volume  with  distilled 
water,  and  mix  well.  Make  proper  esti¬ 
mated  dilutions  of  an  aliquot  to  the  ref¬ 
erence  concentration  with  95  percent 
alcohol.  Its  content  of  tyrothricin  is 
satisfactory  if  it  is  not  less  than  90  per¬ 
cent  and  not  more  than  130  percent  of 
the  number  of  milligrams  of  tyrothricin 
that  it  is  represented  to  contain. 

(2)  pH.  Proceed  as  directed  in 
il41a.5(b)  of  this  chapter,  except  use  a 
sdution  prepared  by  mixing  1  milliliter 
(rf  the  concentrate  with  49  milliliters  of 
distilled  water. 

§  148r.3  Tyrothricin  -  antipyrine  -  bcnzo- 
cainc'hexylresorcinol  otic  solution. 

(a)  Requirements  for  certification — 

(1)  Standards  of  identity,  strength,  qual¬ 
ity,  and  purity.  Tyrothricin-antipyrine- 
benzocaine-hexylresorclnol  otic  solution 
is  tyrothricin,  antipyrine,  benzocaine, 
tnd  hexylresorcinol  dissolved  in  a  vehicle 
of  propylene  glycol  and  glycerin.  Each 
milliliter  contains  0.5  milligrams  of  ty- 
roOulcin,  50  milligrams  of  antipyrine. 
12.5  milligrams  of  benzocaine,  arid  1.0 
milligram  of  hexylresorcinol.  Tlie  mois¬ 
ture  content  is  not  more  than  2.0  per¬ 
cent.  The  pH  is  not  less  than  5.5  and 
not  more  than  7.5.  The  tyrothricin  us^ 

I  c(mforms  to  the  standards  prescribed  by 
il48r.l(a)  (1).  Each  other  substance 
used,  If  its  name  is  recognized  in  the 
05P.  or  N.F.,  conforms  to  the  stsuidards 
prescribed  by  such  official  compendimn. 

(2)  LabeHng.  It  shall  be  labeled  in 
uoordance  with  i  148.3  of  this  chapter. 
Its  expiration  date  is  12  months. 

(3)  Requests  for  certification;  sam- 
Piet.  In  addition  to  the  requirements  of 
i  148.4  of  this  chapter,  each  such  request 
shall  contain: 

(i)  Results  of  tests  and  assays  on: 

(a)  The  tyrothricin  used  In  making 
the  batch  for  potency,  moisture,  and 
iilentity. 

(b)  The  batch  for  potency,  moisture, 

and  pH. 

(ii)  Samples  required: 

(a)  The  tyrothricin  used  in  making 
the  batch:  Five  packages,  each  contain- 

approximately  300  milligrams. 

(b)  The  batch:  A  minimum  of  five 
'“‘mediate  containers. 

(c)  In  case  of  an  initial  request  for 
ttrtification,  each  other  ingredient  used 
®  making  the  batch:  One  package  of 
^h  containing  approximately  5  grams. 

(4)  Fees.  $4.00  for  each  immediate 
container  or  package  in  the  samples  sub¬ 


mitted  in  accordance  with  subparagraph 

(3)  (ii)  of  this  paragraph. 

(b)  Tests  and  methods  of  assay — (1) 
Potency.  Proceed  as  directed  in  8  148r.l 
(b)(1),  except  pr^are  the  sample  for 
assay  as  follows:  Remove  an  accmately 
measured  representative  portion  with  a 
suitable  sinringe  and  appropriately  di¬ 
lute  with  95  percent  alcohol  to  jdeld  a 
stock  solution  of  convenient  concentra¬ 
tion.  Make  proper  estimated  dilutions 
with  95  percent  alcohol  to  the  prescribed 
reference  concentration.  Its  content  of 
tyrothricin  is  satisfactory  if  it  is  not 
less  than  90  percent  and  not  more  than 
130  percent  of  the  number  of  milligrams 
of  tyrothricin  that  it  is  represented  to 
contain.  - 

(2)  Moisture.  Proceed  as  directed  in 
§  141a.8(b)  of  this  chapter. 

(3)  pH.  Proceed  as  directed  in 
§  141a.5(b)  of  this  chapter  using  the  un¬ 
diluted  sample. 

§  148r.4  Tyrothricin  cream. 

(a)  Requirements  for  certification — 

( 1 )  Standards  of  identity,  strength,  qual¬ 
ity.  and  purity.  Tyrothricin  cream  is 
tyrothricin,  with  or  without  one  or  more 
suitable  solvents,  surfactants,  and  pre¬ 
servatives,  in  a  suitable  cream  base. 
Each  gram  contains  0.5  milligram  of 
t3rrothricln.  The  tyrothricin  used  con¬ 
forms  to  the  standards  prescribed  by 
§  148r.l(a)  (1).  Each  other  substance 
used,  if  its  name  is  recognized  in  the 
U.S.P.  or  NF*.,  conforms  to  the  standards 
prescribed  therefor  by  such  official  com¬ 
pendium.  « 

(2)  Labeling.  Each  package  shall 
bear  on  its  label  or  labeling,  as  herein¬ 
after  indicated,  the  following : 

(i)  On  the  label  of  the  Immediate  con¬ 
tainer  and  on  the  outside  wrapper  or 
container,  if  any: 

(a)  The  batch  mark. 

(b)  The  name  and  quantity  of  each 
active  ingredient  contained  in  the  drug. 

(c)  An  expiration  date  that  is  12 
months  after  the  month  during  which 
the  batch  was  certified. 

(ii)  On  the  label  of  the  immediate 
container  or  other  labeling  attached  to 
or  within  the  package,  adequate  direc¬ 
tions  for  lay  use  of  the  drug. 

(3)  Requests  for  certification;  sam¬ 
ples.  In  addition  to  the  requirements 
of  §  148.4  of  this  chapter,  each  such  re¬ 
quest  shall  contain: 

(i)  Results  of  tests  and  assays  on: 

(a)  The  tyrothricin  used  in  making 
the  batch  for  potency,  moisture,  and 
identity. 

(b)  The  batch  for  potency. 

(iii  Samples  required: 

(a)  The  tyrothricin  used  in  making 
the  batch:  Five  packages,  each  contain¬ 
ing  approximately  300  milligrams. 

(b)  The  batch:  A  minimum  of  five 
immediate  containers. 

(c)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch:  One  package  of 
each  containing  approximately  5  grams. 

(4)  Fees.  $4.00  for  each  immediate 
container  or  package  in  the  samples  sub¬ 
mitted  in  accordance  with  subparagraph 
(3)  (ii)  of  this  paragriq>h. 

(b)  Tests  and  methods  of  assay; 
potency.  Proceed  as  directed  in  8  148r.l 


(b)(1),  except  prepare  the  sample  for 
assay  as  follows:  Transfer  an  accurately 
weighed  representative  portimi  to  a 
separatory  funnel  and  add  25  milliliters 
of  petroleum  ether.  Shake  the  contents 
imtil  the  cream  is  dispersed.  Add  50 
milliliters  of  80  percent  ethyl  alcohol  and 
shake  well.  Allow  the  phases  to  sepa¬ 
rate.  Transfer  the  alcohol  phase  to  a 
second  separatory  funnel.  Add  25  milli¬ 
liters  of  petroleum  ether,  shake  for  2  or  3 
minutes  and  allow  the  phases  to  sepa¬ 
rate.  Repeat  the  extraction  again  if 
necessary.  Collect  the  alcohol  layer  in 
a  100-milliliter  volumetric  fiask,  adjust 
to  mark  with  80  percent  alcohol,  and 
shake  well.  Make  proper  estimated  dilu¬ 
tions  to  the  reference  concentration  with 
95  percent  alcohol.  Its  content  of  t3n:o- 
thricin  is  satisfacotry  if  it  is  not  less  than 
90  percent  and  not  more  than  140  per¬ 
cent  of  the  number  of  milligrams  of 
tyrothricin  that  it  is  represented  to 
contain. 

§  148r.5  Tyrothricin-methapyrilene  hy- 
drochloride-benzocaine  cream. 

Tyrothricin-methapyrilene  hsrdrochlo- 
ride-benzocaine  cream  conforms  to  all 
requirements  and  is  subject  to  all  pro¬ 
cedures  prescribed  by  8  148r.4  for  tsrro- 
thricin  cream,  except  that  each  gram  of 
cream  contains  0.25  milligrsun  of  tirro- 
thricin,  20  milligrams  of  methapyrilene 
hydrochloride,  and  20  milligrams  of 
benzocaine. 

§  148r.6  Tyrothricin  •  phenylpropanola¬ 
mine  hydrochloride  nasal  solution. 

(a)  Requirements  for  certification — 
(1)  Standards  of  identity,  strength, 
quality,  and  purity.  Tyrothricin-phenyl- 
propanolamlne  hydrochloride  nasal  solu¬ 
tion  is  tyrothricin  and  phenylpropanol¬ 
amine  hydrochloride  dissolved  in  an 
aqueous  vehicle,  with  one  or  more  suit¬ 
able  solvents,  buffer  substances,  and 
'colorings.  Each  milliliter  contains  0.2 
milligram  of  tsnrothricin  and  15  milli¬ 
grams  of  phenylpropanolamine  hydro¬ 
chloride.  Its  pH  is  not  less  than  5.5  and 
not  more  than  6.5.  The  tyrothricin  used 
conforms  to  the  standards  prescribed  by 
§  148r.l(a)  (1).  Each  other  substance 
used,  if  its  name  is  recognized  in  the 
UJ5P.  or  N.F.,  conforms  to  the  standards 
prescribed  therefor  by  such  official  com¬ 
pendium. 

(2)  Labeling.  Each  package  shall  bear 
on  its  label  or  labeling,  as  hereinafter 
indicated,  the  following : 

(i)  On  the  label  of  the  immediate  con¬ 
tainer  and  on  the  outside  wrapper  or 
container,  if  any: 

(a)  The  batch  mark. 

(b)  The  name  and  quantity  of  each 
active  ingredient  contained  in  the  drug. 

(c)  An  expiration  date  that  is  12 
months  after  the  month  during  which 
the  batch  was  certified. 

(ii)  On  the  label  of  the  immediate 
container  or  other  labeling  attached  to 
or  within  the  package,  adequate  direc¬ 
tions  for  lay  use  of  the  drug. 

(3)  Requests  for  certification;  samples. 
In  addition  to  the  requirements  of  8  148.4 
of  this  chapter,  each  such  request  shall 
contain: 

(i)  Results  of  tests  and  assays  on: 
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(a)  Hie  ^rrothridn  used  Id  making 
the  batch  for  poCmcy,  moisture,  and 
identity. 

(b)  Hie  baMi  for  potency  and  pH. 

(ii)  Samples  required: 

(a)  Hie  tirrothricin  used  in  making 
the  batch:  Five  packages,  each  contain¬ 
ing  approximately  300  milligrams. 

(b)  Hie  batch:  A  minimum  of  five 
immediate  containers. 

(c)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch:  One  package  of 
each  containing  approximately  5  grams. 

(4)  Fees.  $4.00  for  each  immediate 
container  or  package  in  the  samples 
submitted  in  accordance  with  subpara¬ 
graph  (3)  (ii)  of  this  paragraph. 

Cb)  Tests  and  methods  of  assav — ($> 
Potency.  Proceed  as  directed  in  i  148r.3 
(b)(1).  Its  content  of  tyrothricin  is 
satisfactory  if  it  Is  not  less  than  90 
percent  and  not  more  than  120  percent 
of  the  number  of  milligrams  of  tyro¬ 
thricin  that  it  is  represented  to  contain. 

(2)  pH.  Proceed  as  directed  in 
8  141a.5(b)  of  this  chapter. 

S  148r.7  Tyrotliricin  -  pantothenyl  alco¬ 
hol  mouthwash. 

(a)  Requirements  for  certification — 

(1)  Standards  of  identity,  strength, 
QuaUty,  and  purity.  Tsn-othricin-panto- 
thenyl  alcohol  mouthwash  is  tsrrothricin 
and  pantothenyl  alcohol  with  one  or 
more  suitable  solvents,  surfactants, 
colorings,  and  fiavorings  in  an  aqueous 
Ytiiicle.  Each  /milliliter  contains  0.2 
milligram  of  t3n*othricin  and  0.2  milli¬ 
gram  of  pantothenyl  alcohol.  Its  pH  is 
not  less  than  5.0  and  not  more  than  7.0. 
Hie  tyrothricin  used  conforms  to  the 
standards  prescribed  by  8  148r.l(a)  (1). 
Each  other  substance  used,  if  its  name  is 
recognized  in  the  U.SP.  or  N.F.,  con¬ 
forms  to  the  standards  prescribed  there¬ 
for  by  such  official  (xxnpendium. 

(2)  Labeling.  Each  package  shall 
bear  on  its  label  or  labeling,  as  herein¬ 
after  indicated,  the  following: 

(D  On  the  label  of  the  immediate 
container  and  on  the  outside  wrapper  or 
container,  if  any: 

(a)  Hie  batch  mark. 

(b)  Hie  name  and  quantity  of  each 
active  ingredient  contained  in  the  drug. 

(c)  An  expiration  date  that  is  12 
months  after  the  month  during  which 
the  batch  was  certified. 

(ii)  On  the  label  of  the  immediate 
container  or  other  labeling  attached  to 
or  within  the  package,  adequate  direc¬ 
tions  for  lay  use  of  the  drug. 

(3)  Requests  for  certification:  samples. 
In  addition  to  the  requirements  of 
8  148.4  of  this  chapter,  each  such  request 
shall  contain: 

(1)  Results  of  tests  and  assays  on: 

(a)  Hie  t3n:othrlcin  used  in  making 
the  batch  tor  potency,  moisture,  and 
identity. 

(b)  Hie  batch  for  potency  and  pH. 

(ii)  Samples  required: 

(a)  Hie  tyrothricin  used  in  making 
the  batch:  Five  packages,  each  contain¬ 
ing  approximately  300  milligrams. 

(b)  Hie  batch:  A  minimum  five 
immediate  containers. 

(c)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
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in  making  the  batch  :  One  package  of 
^h  containing  amiroximat^  5  grams. 

'  (4>  Fees.  $4.00  for  each  immediate 
conUaner  or  package  in  the  samples  sub¬ 
mitted  in  accordance  With  subparagraph 
(3)  (ii)  cl  this  paragraiih. 

(b)  Tests  and  methods  of  assay — (1) 
Potency.  Proceed  as  directed  In  8  148r.3- 
(b)(1).  ‘Its  content  of  tyrothricin  is 
satisfactory  if  it  is  not  less  than  00  per¬ 
cent  and  not  more  than  130  percent  of 
the  number  of  miUigrams  of  tsrrothricin 
that  it  is  represented  to  ccmtain. 

(2)  pH.  Proceed  as  directed  in 
8  141a.5(b)  of  this  chapter,  except  use 
the  undiluted  solutkxi. 

§  148r.8  Tyrothricin-benzocaine  troches; 
tjrothricin-propyl  p-aminobensoate 
troches. 

(a)  Requirements  for  certification — 
(1)  Standards  of  identity,  strength, 
quality,  and  purity.  Ea<di  ^rrothricln- 
benzocaine  troche  contains  1.0  milligram 
of  tyrothricin  and  5.0  milligrams  of 
benzocaine,  with  or  without  one  or  more 
suitaUe  fillers,  binders,  lubricants,  color¬ 
ings,  and  fiavorings.  Each  tyroUiricin- 
pn^iyl  p-aminobenzoate  troche  contains 
2.0  milligrams  of  ^rrothridn  and  2.0 
milligrams  of  pnvyl  p-aminobenzoate, 
with  or  without  one  or  more  suitable  and 
harmless  fillers,  bind^,  '  lubricants, 
colorings,  and  fiavorings.  Hie  moisture 
content  is  not  more  than  1.5  percent. 
Hie  tyrothricin  used  conforms  to  the 
standards  prescribed  by  8  148r.l(a)  (1). 
Each  other  substance  used,  if  its  name 
is  recognized  in  the  n.SP.  or  NJ?*.,  con¬ 
forms  to  the  standards  prescribe  there¬ 
for  by  such  official  compendium. 

(2)  LaheVng.  Each  package  shall  bear 
on  its  label  or  labeli^,  as  hereinafter 
indicated,  the  following: 

(i)  On  the  label  of  the  Immediate  con¬ 
tainer  and  on  the  outside  wrapper  or 
container,  if  any : 

(a)  Hie  batch  mark. 

(b)  Hie  name  and  quantity  of  each 
active  ingredioit  contained  in  the  drug. 

(c)  An  expiration  date  that  is  12 
months  after  the  month  during  which 
the  batch  was  certified. 

(ii)  On  the  label  of  the  immediate  con¬ 
tainer  or  other  labding  attached  to  or 
within  the  package,  adequate  directions 
for  lay  use  of  the  drug. 

(3)  Requests  for  certification;  sam¬ 
ples.  In  addition  to  the  requirements  of 
8  148.4  of  this  chapter,  each  such  request 
^lall  contain: 

(i)  Results  of  tests  and  assays  on: 

(a)  Hie  tyrothricin  used  in  making 
the  batch  for  potency,  mc^ture,  and 
identity. 

(b)  Hie  batch  for  potency  and  mois¬ 
ture. 

(ii)  Samples  required: 

(a)  Hie  tyrothricin  used  in  making 
the  batch:  Five  packages,  each  contain¬ 
ing  approximately  300  milligrams. 

(b)  Hie  batch:  A  minimum  of  30 
troches. 

(c)  In  case  of  an  initial  request  for 
certification,  each  other  ingredient  used 
in  making  the  batch:  One  package  of 
each  containing  approximately  5  grams. 

*(4)  Fees.  $0.75  for  each  troche  sub¬ 
mitted  in  accordance  with  subparagraph 
(3)  (ii)  (b)  of  this  paragraph;  $4.00  for 


each  package  In  the  samples  suttoiitted 
in  accwdance  with  sut^aragraph  (3)  (iu 
(a)  and  (c)  of  thisrparatraidi. 

(b)  Tests  and  methods  of  assay— (\) 
Potency.  Proceed  as  directed  in 
8  148r.l(b)  (1) ,  except  prepare  'ttie  sam¬ 
ple  for  assay  as  follows:  Place  a  repre¬ 
sentative  number  of  troches  into  a  flask 
of  suitable  size.  Add  a  quantity  of  95 
percent  ethyl  alet^iol  ttiat  will  give  a 
stock  solution  of  convenient  concentra¬ 
tion.  Stopper  the  fiask  and  place  on  a 
mechanical  shako*.  Allow  to  shake  until 
the  troches  are  dissolved.  Make  proper 
estimated  dilutions  with  95  percent  alco- 
hdl  to  the  reference  concoitration.  its 
content  of  tsrrothricin  is  satisfactory  if 
it  is  not  less  than  90  percent  and  not 
more  than  140  percent  of  the  number  of 
milligrams  of  tyrothricin  that  it  is  repre¬ 
sented  to  contain. 

(2)  Moisture.  Proceed  as  directed  in 
8  141a.5(a)  of  this  chapter. 

§  148r.9  Tyrothricin  -  triethanolamine 
pcrfypeptide  coconte  condensate  sola- 
ti<m. 

(a)  Requirements  for  certification— 
(1)  Standards  of  identity,  strength, 
quality  and  purity.  Tsrrothricin-trieth- 
anolamine  polypeptide  coooate  oondoi- 
sate  solution  contains,  per  milliliter,  1.0 
milligram  of  tyrothricin  and  120  milli¬ 
grams  of  triethanolamine  polypeptide 
cocoate,  with  one  or  more  suitable  sol¬ 
ubilizing  agents,  p^fumes,  buffer  sub¬ 
stances,  and  preservatives,  in  distilled 
water.  Its  pH  is  not  less  than  5.5  and 
not  more  than  6.5.  The  tyrothricin  used 
conforms  to  the  standards  prescribed  by 
8  148r.l  (a)(1).  Each  other  substance 
used,  if  its  name  is  recognized  in  tbe 
n.SP.  or  NF.,  conforms  to  the  standards 
prescribed  therefor  by  such  official 
cmnpendium. 

(2)  Labeling.  It  shall  be  labeled  in 
accordance  with  8  148.3  of  this  chapter. 
Its  expiration  date  is  12  months. 

(3)  Requests  for  certification;  sam¬ 
ples.  In  addition  to  the  requirements  of 
8  148.4  of  this  chapter,  each  such  request 
shall  contain: 

(1)  Results  of  tests  and  assays  on: 

(a)  Hie  tyrothricin  used  in  making  tbe 
batch  for  potency,  mcristure,  and  identity. 

(b)  The  batch  for  potency  and  pH.  . 

(ii)  Samples  required: 

(o)  The  tyrpothricln  used  in  making 
the  batch:  Five  packages,  each  contain¬ 
ing  approximately  300  milligrams. 

(b)  The  batch:  A  minimum  of  five  im¬ 
mediate  c(xitainers. 

(c)  In  case  of  an  initial  request  for 
certificati(xi,  each  other  Ingredient  used 
in  making  the  batch:  One  package  oi 
each  containing  approximately  5  grams. 

(4)  Fees.  $4.00  for  each  immediate 
container  or  package  in  the  samples  sub¬ 
mitted  in  accordance  with  subparagrapb 

(3)  (ii)  of  this  paragraph. 

(b)  Tests  and  methods  of  assay— W 
Potency.  Proceed  as  directed  in  §  H8r.3 
(b)(1).  Its  content  of  tyrothricin  u 
satisfactory  if  it  is  not  less  than  90  per¬ 
cent  and  not  more  than  130 
the  number  of  milligrams  of  tyrrothrlcm 
that  it  is  represented  to  contain. 

(2)  pH.  ProceM  as  directed  m 
8  141a.5(b)  of  this  chapter,  using  the  un¬ 
diluted  solution. 


Saturday,  October  17,  1964 

g  148r.lO  Tyrothricin-nitrofurazone  ad¬ 
hesive  bandage. 

(a)  Requirements  for  certification — 

(1)  Standards  o/  identity,  strength,  quoZ- 
ity,  and  purity.  Tyrothrlcin-nitrofura- 
tone  adh^ve  bandage  is  a  gau^  or  flan¬ 
nel  compress  impregnated  with  tyro- 
thricin  and  nitrofurazone.  covered  with 
a  transparent  porous  material,  and  af¬ 
fixed  to  a  perforated  pliable  plastic  strip 
which  is  coated  on  one  surface  with  a 
pressure-sensitive  adhesive.  The  folded 
gauze  compress  has  dimensions  of  %  by 
I  inch,  %  by  1  inch,  2%2  by  %6  inch,  or 
%2  by  ^  inch.  The  flannel  compress  is 
round  with  a  diameter  of  10  millimeters. 
The  bandage  is  enclosed  in  a  sealed  paper 
wrapper.  Each  gram  of  gauze  or  flannel 
oompr^  contains  not  less  than  0.1  milli¬ 
gram  each  of  t3n:nthricin  and  nitrofura- 
mne.  It  is  sterile.  The  tyrothricin  used 
conforms  to  the  standards  prescribed  by 
}  148r.l(a)  (1).  Each  other  substance 
used,  if  its  name  is  recognized  in  the 
n.SP.  or  N.F.,  conforms  to  the  standards 
prescribed  by  such  official  compendium. 

(2)  Labeling.  Each  package  shall 
bear  on  its  label  or  labeling,  as  herein- 
sfter  indicated,  the  following: 

(i)  On  the  label  of  the  immediate  con¬ 
tainer  and  on  the  outside  wrapper  or  con¬ 
tainer,  if  any: 

(a)  The  batch  mark. 

(b)  The  name  and  quantity  of  each 
active  ingredient  contained  in  the  drug. 

(c)  An  expiration  date  that  is  12 
months  after  the  month  during  which 
the  batch  was^certifled. 

(ii)  On  the  label  of  the  immediate  con¬ 
tainer  or  other  labeling  attached  to  or 
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within  the  package,  adequate  directions 
for  lay  use. 

(3)  Requests  for  certification;  sam¬ 
ples.  In  addition  to  the  requirements  of 
8  148.4  of  this  chapter,  each  such  re¬ 
quest  shall  contain : 

(1)  Results  of  tests  and  assays  on: 

(a)  The  tyrothricin  used  in  making 
the  batch  for  potency,  moisture,  and 
identity. 

(b)  The  impregnated  gauze  or  flannel 
used  in  making  the  batch  for  potency. 

(c)  The  batch  for  potency  and  ster¬ 
ility. 

(ii)  Samples  required: 

(a)  The  tyrothricin  used  in  making 
the  batch:  Five  packages,  each  contain¬ 
ing  approximately  300  milligrams. 

(b)  The  impregnated  gauze  or  flannel 
used  in  making  the  batch:  Five  pieces, 
each  approximately  1  square  yard  in 
area. 

(c)  The  batch: 

il)  For  potency  testing:  30  bandages 
each  of  the  gauze  tsrpe  and  of  the  flannel 
type. 

(2)  For  sterility  testing:  10  bandages 
of  the  %-  by  3-inch  size  from  each  ster¬ 
ilizer  load  or,  if  such  size  is  not  included, 
10  bandages  of  the  largest  size  bandage 
from  each  sterilizer  load. ' 

(4)  Fees.  $4.00  for  each  sample  sub¬ 
mitted  in  accordance  with  subparagraph 

(3)  (ii)  (a)  of  this  paragraph;  $6.00  for 
each  sample  submitted  in  accordance 
with  subparagraph  (3)  (ii)  (b)  of  this 
paragraph;  $1.00  for  each  bandage  sub¬ 
mitted  in  accordance  with  subparagraph 
(3)  (ii)  (c)  of  this  paragraph. 

(b)  Tests  and  methods  of  assay — (1) 
Potency.  Proceed  as  directed  in  8  148r.- 
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1(b)(1),  except  prepare  the  sample  for 
assay  as  follows:  Dip  a  representative 
number  of  bandages  in  a  mixture  con¬ 
taining  equal  parts  of  petroleum  ether 
and  carbon  tetrachloride  in  order  to 
remove  the  compresses.  Allow  the  com¬ 
presses  to  air  dry  for  5  minutes.  Accur¬ 
ately  weigh  0.4  gram  of  gauze,  or  0.1 
gram  if  the  compress  is  composed  of 
flannel.  If  the  sample  is  the  impreg¬ 
nated  gauze  or  flannel  used  in  making 
the  bandages,  cut  out  approximately  12 
square  inches  of  the  material  and  weigh 
it  accurately.  Place  the  weighed  sample 
in  a  glass-stoppered  flask  and  add  suffi¬ 
cient  95  percent  ethyl  alcohol  to  give  a 
stock  solution  of  convenient  concentra¬ 
tion.  Stopper  the  flask  and  place  it  in 
a  37®  C.  incubator  for  Vi  hour.  Further 
dilute  the  stock  solution  with  sufficient 
95  percent  ethyl  alcohol  to  obtain  the 
prescribed  reference  concentration  of 
tyrothricin.  Its  content  of  tyrothricin  is 
satisfactory  if  it  is  not  less  than  0.1  milli¬ 
gram  per  gram  of  material. 

(2)  Sterility.  Use  10  bandages  of  the 
%-  by  3-inch  size  and  proceed  as  ffi- 
rected  in  8  141.2(e)  (2)  of  this  chapter 
except  aseptically  remove  the  paper 
wrapper  and  lift,  but  do  not  remove,  both 
sections  of  the  protectiye,  translucent 
plastic  strips  until  the  compress  is  ex¬ 
posed.  Place  one  such  bandage  into  each 
of  five  tubes  of  medium  A  and  one  into 
each  of  flve  tubes  of  medium  E. 

Dated:  October  9,  1964. 

Gxo.  P.  Larrick, 

Commissioner  of  Food  and  Drugs. 

(PJl.  Doc.  64-10646;  PUed,  Oct.  16,  1964; 

8:46  am.] 
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small  accounts _ 14411 

Lending  powers _ 14411 

Purchase  of  loans _ 14412 

Real  estate  loans  and  invest¬ 
ments  _  14412 

FEDERAL  MARITIME 
COMMISSION 

Notices 

Italy/UB.  North  Atlantic  Freight 
Pool;  consolidation  of  proceed¬ 
ing  _  14416 

FEDERAL  POWER  COMMISSION 

Notices 

Atlantic  Refining  Co.;  hearing, 
etc _ 14417 

FEDERAL  TRADE  COMMISSION 

Proposed  Rule  Making 

Corset,  brassiere,  and  allied  prod¬ 
ucts  industry _ 14413 

FOOD  AND  DRUG 
ADMINISTRATION 

Rules  and  Regulations 

Food  additives;  food  starch-modi¬ 
fied _  14403 


FOREIGN  ASSETS  CONTROL 
OFFICE 

Notices 

Importation  of  certain  merchan¬ 
dise  directly  from  Taiwan; 
available  certification  by  Re¬ 
public  of  Cffilna - 14414 

GEOLOGICAL  SURVEY 

Notices 

California  et  al.;  definitions  of 
known  geologic  structiures  of 
producing  oil  and  gas  fields —  14414 

HEALTH,  EDUCATION,  AND 
WELFARE  DEPARTMENT 

See  Food  and  Drug  Administration. 

HOUSING  AND  HOME 
FINANCE  AGENCY 
Notices 

Contracts  Compliance  Officer  et 
al.;  designation  and  functions.  14422 

INTERAGENCY  TEXTILE 
ADMINISTRATIVE  COMMIHEE 
Notices 

Certain  cotton  textiles  and  prod¬ 
ucts  thereof  produced  or  manu- 
factmed  in  Yugoslavia;  limi¬ 
tation  on  entry  and  withdrawal 
from  warehouse _  14423 

INTERIOR  DEPARTMENT 

See  Geological  Survey ;  Land  Man¬ 
agement  Bureau. 

INTERSTATE  COMMERCE 
COMMISSION 

Rules  and  Regulations 

Specifications  for  tank  cars;  cor¬ 
rection _  14406 

Proposed  Rule  Making 
Washington,  D.C.,  commercial 
zone;  extension  of  time  for 
comments _ l _  14413 

Notices 

Fourth  section  application  for  re¬ 
lief _  14425 

General  increase,  between  East  and 

Territories  West _  14424 

Motor  carrier  transfer  proceed¬ 
ings _  14425 

(Continued  on  next  jxige) 
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